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Title: TRICYCLIC 9 ENZAZEPTNE VASOPRESSIN 
10 ANTAGONISTS 

1. Field cf th.A Invention 

This invention relates to new tricyclic non- 
pepticie vasopressin antagonists which are useful in 
15 treating conditions where decreased vasopressin levels 
are desired, such as in congestive heart failure, in 
disease conditions with excess renal water reabsorption 
and in conditions with increased vascular resistance and 
coronary vasoconstriction. 

20 

2, Background of the Invention 

Vasopressin is released from the posterior 
pituitary either in response to increased plasma 
csmolarity detected by brain osmoreceptors or decreased 
25 blood volume and blood pressure sensed by low-pressure 
volume receptors and arterial baroreceptors . The 
hormone exerts its action through two well defined 
rece ptor subtypes: vascular Vi and renal epithelial V2 

receptors- Vasopressin-induced antidiuresis, mediated 
30 by renal epithelial V2 receptors, helps to maintain 

normal plasma osmolarity, blood volume and blood 

pressure. 

Vasopressin is involved in some cases of 
congestive heart failure where peripheral resistance is 
35 increased. Vi antagonists may decrease systemic 

vascular resistance, increase cardiac output and prevent 
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vasopressin induced coronary vasoconstriction. Thus, in 
conditions with vasopressin induce increases in total 
peripheral resistance and altered local blood flow, Vi- 
antagonists may be therapeutic agents. Vi antagonists 
5 may decrease blood pressure, induced hypotensive effects 
and thus be therapeutically useful in treatment of some 
types of hypertension. 

The blockage of V2 receptors is useful in 

treating diseases characterized by excess renal 
10 reabsorption of free water. Antidiuresis is regulated 
by the hypothalamic release of vasopressin (antidiuretic 
hormone) which binds to specific receptors on renal 
collecting tubule ceils. This binding stimulates 
adenylyl cyclase and promotes the cAM?-mediated 
15 incorporation of water pores into the luminal surface of 
these cells. V2 antagonists may correct the fluid 

retention in congestive heart failure, liver cirrhosis, 
nephritic syndrome, central nervous system injuries, 
lung disease and hyponatremia. 
20 Elevated vasopressin levels occur in 

congestive heart failure which is more common in older 
patients with chronic heart failure. In patients with 
hyponatremic congestive heart failure and elevated 
vasopressin levels, a V2 antagonist may be beneficial in 

25 promoting free water excretion by antagonizing the 
action of antidiuretic hormone, On the basis of 
biochemical and pharmacological effects of the hormone, 
antagonists of vasopressin are expected to be 
therapeutically useful in the treatment and/or 

30 prevention of hypertension, cardiac insufficiency, 

coronary vasospasm, cardiac ischemia, renal vasospasm, 
liver cirrhosis, congestive heart failure, nephritic 
syndrome, brain edema, cerebral ischemia, cerebral 
hemorrhage-stroke, thrombosis-bleeding and abnormal 

35 states cf water retention. 
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The following prior art references describe 
peptide vasopressin antagonists: M. Manning et al., 
J. MfiSi. Chem . . 21, 382(1992); M. Manning et al. f J. Msd. 
Chem . , 21, 3895(1992); H. Gavras and B. Lammek, 
5 U.S. Patent 5,070,187 (1991); M. Manning and 

W.H. Sawyer, U.S. Patent 5,055,448(1991) F.E. Ali, 
U.S. Patent 4,766,108(1988); R.R. Ruffolo et al . , Drug 
News and Perspective , 4(4), 217, (May) (1991) . P.D. 
Williams et al., have reported on potent hexapeptide 

10 oxytocin antagonists [J. Med . Chem . , .25, 3905(1992)] 

which also exhibit weak vasopressin antagonist activity 
in binding to Vi and V2 receptors. Peptide vasopressin 
antagonists suffer from a lack of oral activity and many 
of these peptides are not selective antagonists since 

15 they also exhibit partial agonist activity. 

Ncn-peptide vasopressin antagonists have 
recently been disclosed, Y. Yamamura et al., ,S,cience# 
252 . 579(1991); Y. Yamamura et al . , 2lL. J. Pharmacol. 
105. 787(1992); Ogawa et al., (Otsuka Pharm Co., LTD.) 

20 EP 0514667-A1; EPO 382185-A2; WO9105549 and 

U.S. 5, 258,510; WO 9404525 Yamanouchi Pharm. Co. , Ltd. , 
WO 9420473; WO 9412476; WO 9414796; Fujisawa Co. Ltd., 
EP 620216-A1 Ogawa et al, (Otsuka Pharm. Co.) EP 470514A 
disclose carbostyrii derivatives and pharmaceutical 

25 compositions containing the same. Non-peptide oxytocin 
and vasopressin antagonist have been disclosed by Merck 
and Co.; M.G. Bock and P.D. Williams, EP 0533242A; M.G. 
Bock et al., EP 0533244A; J.M. Erb, D.F. Verber, P.D. 
Williams, EP 0533240A; K. Gilbert et al., EP 0533243A. 

30 Premature birth can cause infant health 

problems and mortality and a key mediator in the 
mechanism of labor is the peptide hormone oxytocin. On 
the basis of the pharmacological action of oxytocin, 
antagonists of this hormone are useful in the prevention 

35 of preterm labor, B.E. Evans et al . , J. Med* £h£E. 21, 

3919(1992), jI. Msd. Chem .. 23., 3993(1993) and references 
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therein. The compounds of this invention are 
antagonists of the peptide hormone oxytocin and are 
useful in the control of premature birth. 

The present invention relates to novel 
5 tricyclic derivatives which exhibit antagonist activity 
at Vi and/or V2 receptors and exhibit in vivo 

vasopressin antagonist activity. The compounds also 
exhibit antagonist activity at oxytocin receptors. 

SUMMARY OF THE INVENTION 
10 This invention relates to new compounds 

selected from those of the general formula I: 




Formula I 

15 

Wherein Y is (CH2)n, 0, S, NH, NCOCH3, N- lower alkyl 
(C1-C3), CH-lower alkyl (C1-C3), CHNK- lower alkyl 
<Ci-C3), CHNH2 , CHN[ lower alkyl (Ci-C3)l2, CHO-lower 
alkyl (C1-C3) , CHS-lower alkyl (C1-C3) # 

20 

wherein n is an integer from 0*2: 
A-3 is 



K 



or 



N-(CH 2 ) m - 
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wherein m is an integer from 1-2 , provided that when Y 
is -(CH2)n~ and n=2, m may also be zero and when n is 
zero, m may also be three, provided also that when y is 
-(CH2)n and n is 2, m may not also be two. 
5 Ri is hydrogen, halogen (chlorine, bromine, fluorine, 
iodine), OH, -S-lower alkyl (C1-C3) * -SH, -SO lower 
alkyl (C1-C3) , -S02~iower alkyl (C1-C3) / -CO-lower 
alkyl (C1-C3) / -CF3; lower alkyl (C1-C3) ; O-lower 
alkyl (C1-C3) , -N02, -NHCO lower alkyl {C1-C3) , - 

10 N-[lower alkyl (Ci-C3) 12/ -SO2NK2; -SO2NH lower 
alkyl <Ci-C3) or -S02N[lower alkyl (C1-C3) ] 2; 
R2 is hydrogen, CI, Br, F, I. -OK, lower alkyl {C1-C3) , 
O-lower alkyl (Ci-C3> , or Ri and R2 taken together are 

methylenedioxy or ethylenedioxy; 
15 R3 is the moiety: 




wherein Ar is a moiety selected from the moiety 
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R- 




*7 

R- 



nh:or, 5 



r 



o 



R4 is hydrogen, lower alkyl (C1-C3) ; -CO-lower 
alkyl (C1-C3) ; 



R5 and R7 are selected from hydrogen, (C1-C3) lower 

alkyl, (C1-C3) lower alkoxy and halogen; 

Rg is selected from (a) moieties of the formula: 
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-NCOAr', 
I 



-NCOCH-Ar' 
I 



-NCON-Ar, 
| I 

-N-SOo 



10 ° 
II 

-N-P • 
I 

R 



R. 



-NCO(CH 2 ) n -cycloalkyl, 
R. 



^ - N-SO,CH 2 
I 

' R. 




1 




R. ~, 



O 
II 

-N-P 

I 

R. 









?} 



15 



-NBO-bweaIk\-l(C,C), 
R. 



^Q,-bwaalkQiylCC) 

j "JO 

R. 



O 



20 



-NH-C-O-lower alkyl(C 3 -C 8 )straight or branched 



25 



R. 



30 



O 
II 

-NH-C-lower nlkyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C 8 )straight or branched, 

wherein cycloalkyl is defined as C3 to Cs cycloalkyl, 
cyclohexenyl or cyclopentenyl ; R a is hydrogen, CH3, 
C2H5 , moieties of the formulae: 



35 
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(CHj)q- N O 



10 



15 



20 



- (CH2)20-lower alkyl(Ci-C3) or -CH2CH2OH; q is one. two 
or three; R D is hydrogen, CH3 or -C2H5: 
(b) a moiety of the formula: 

-X-R10; wherein Rio is lower alkyl (C3-C8 ) . lower alkenyl 
(C3-C8) . - (CH2)p-cycloalkyl (C3-C6) . 



R. 



R< 



R, 



R 7 



25 




R< 



N 



R. 



30 



Re 



and p is zero to three: 
X is 0, S. NH. NCH3, 

35 
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C= O or a bond 



and R5 and R7 are as previously defined 
(c) a moiety cf the formula: 



10 



15 



20 



- N- COJ 

wherein J is R a . lower alkyl(C3-C8> branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
O-lower alkyl(C3-C8) branched or unbranched, -O-iower 
alkenyl (C3-C8) branched or unbranched, tetrahydrof uran, 
tetrahydrothiophene, the moieties 




25 



3Q or -CH2-K* wherein K' is halogen, -OH, tetrahydrof uran, 
tetrahydrothiophene or the heterocyclic ring moiety: 

-N N E 
\ / 
G=F 

35 



- 9 - 



SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/CS96/01051 



10 



15 



25 



30 



wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen- (C1-C3) lower alkoxy , -CO-lcwe: 
alkyl ( C1-C3). CHC (C1-C3) lower aikoxy, -CO2- lower 
alkyl (Ci -C3 ) , and F. s and Rb are as hereinbefore defined; 
(d) a moiety selected from those of the formulae: 

R 

r 

- N- COCJiAr , 



R 



O 
II 

-O-C-lowernlkyl (C r C ? ) , -S-lower nlkyKCj-C-j) 



- S CHI - n , - NH(CH,) - CON ' 



20 R 



b 



-NH^) q - N ^ _ 0 -(CH 2 ) 2 -N x 



R, 



b 



wherein R c is selected from halogen, (C1-C3) lower alkyl, 
-O- lower alkyl (C1-C3) and OH, Rb is as hereinbefore 
defined; 

Ar ' is a moiety selected from the croup 



-10- 
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w 




10 



15 



20 



25 





R8 and R9 are independently hydrogen, lower alkyl 
(C1-C3); O- lower alkyl (C1-C3 ) ; S-lower alkyl (C1-C3 ) . 
-CF3, -CN, -OH, -SCF3 , -OCF3, halogen, NO2, amino or NH 
lower alkyl (C1-C3) , -N- [ lower alkyl <Ci-C3) )2 > 
-N(Rb) (CH2)q-N(Rb)2; 

W is 0, S NH, N-lower alkyl <Ci~C3) . NCO-lower 
alkyl (C1-C3) or NS02-lower alkyl (Ci-C3) or NS02lower 
alkyl (C1-C3) ; 

R25 is selected from the moieties 





30 





35 
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and tlie moiety 




5 



represents: (1) phenyl or substituted phenyl optionally 
substituted by one or two substituents selected from 
(C1-C3) lower alkyl, halogen, amino, (C1-C3) lower 
alkoxy, or (C1-C3) lower alkyl amino; (2) a 5-membered 
aromatic (unsaturated) heterocyclic ring having one 
heteroatom selected from 0, N or S; (3) a 6 -member ed 
aromatic (unsaturated) heterocyclic ring having one 
nitrogen atom; (4) a 5 or 6-membered aromatic 
(unsaturated) heterocyclic ring having two nitrogen 
atoms; (5) a 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen atom together with 
either one oxygen or one sulfur atom; wherein the 5 or 
6-membered heterocyclic rings are optionally substituted 
by (C1-C3) lower alkyl, formyl, a moiety of the formula: 



halogen or (Ci -C3 ) lower alkoxy. For example, the fused 
heterocyclic ring may be represented by furan, pyrrole, 
pyrazole, thiophene, thiazole, oxazole, imidazole, 
pyrimidine or pyridine ring which may be substituted or 
unsubstituted. 




- (CH 2 ) q N 



25 
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DETAILED DESCRIPTION OF THE INVENTION 
Within the group of the compounds defined by 
Formula I, certain subgroups of compounds are broadly 
preferred. Broadly preferred are those compounds 
wherein R3 is a moiety: 

O 
II 

-CAr 



10 



and Ar is selected from the moiety: 



15 




wherein R5, R6 and R7 are as hereinbefore defined. 
20 Especially preferred are compounds wherein R3 

is the moiety: 

O 
II 

-CAr 



25 



and Ar is selected from the moiety: 



30 




NHCORjj and 



35 



R6 is NHCOAr ' and Ar ' is 
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R9 



10 



15 



wherein R8* *9, R 25 a nd w> are as hereinbefore defined. 

Also especially broadly preferred are 
compounds wherein V in Formula I is -(CH2)n~ and n is 
zero or one; A-B is 



-< CH 2)m-N 



or N-tCHj) 



m 



R, 



20 



and R4. R5, R6' P-7 . R8. F-9 and Rio are as hereinbefore 
defined; and m is an integer from 1-2. 

The most broadly preferred of the compounds of 
Formula I are those wherein Y is -(Cl!2)n - and n is one; 
A-B is 



25 



-(CH 2 ) m -N or N-( CH 2) m " ; mis one or two 

iL 



R, 



30 



R3 is the moiety; 



O 
II 

-CAr 



35 
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Ar is 



10 



15 



20 



25 



R6 is 




NFCORjj and 




. and Ax' is a moiety: 

R. f- 



-NCOAr', or -NCOCHAr, -NCON -Ar' 
I I 

-NCO(CII 2 ) n -cycloalkyl, 
R 



-X-R 



10 



30 



35 



Cycloalkyl R a # Rb anc ^ w ' are as previously defined and 
R8 and R9 are preferably ortho CF3 , CI, OCH3, CH3, SCH3 
or OCF3 substituents or Ar* is a disubstituted 
derivative wherein R8 and R9 are independently CI, OCH3, 
CH3 and F . 

The most highly broadly preferred of the 
compounds of Formula I are those wherein Y is -(CH2)n~' 
n is zero or one and 
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Hie moiety Z O 



represents a phenyl, substituted phenyl, thiophene, 
furan, pyrrole or a pyridine ring; 
A-B is 



10 



I 

< CH 2>m-N 



or 



N-(CH 2 ) m " 
R, 



15 



m is one when n is one and m is two when n is zero; 
R3 is the moiety: 



20 



O 
II 

-CAr 



wherein Ar is 



25 



30 




NHCOR^ and 




and R6 is selected from the group 
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-NCOAr', 



N0OCH 2 Ar' 



10 



where Ar ' is selected from the moieties 




ft 



15 and R a , Rfa. Pa i R2. *4 * R5« R6* R7. R8- *9, *25 and W 

are as previously defined. 

Most particularly preferred are compounds of 
the formulae: N 



20 



25 




and 




wherein m is an integer one or two; Ri and R2 are as 
previously defined; 
R3 is the moiety: 

O 
II 

-CAr 

35 wherein Ar is selected from moieties of the formulae: 
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NHCOR, e and 

25 




10 



R6 is 



NCOAr', NCO(CHO n cycloalkyl, 
I I 
R R » 



15 



20 



25 



-NCONAr', NCOCH 2 Ar', -X-R 



10 



R 



wherein cycloalkyl is defined as C3-C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl and wherein Ar' is 
selected from the moieties: 





N 



30 



Ra is independently selected from hydrogen, CH3 or 
-C2H5; and R5, Ri , R&, R9, Rio* P25, X and W are as 
hereinbefore defined. 

Also particularly preferred are compounds of 
the formulae: 
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wherein m is an integer one or two; Ri and R2 are as 
10 previously defined; 

R3 is the moiety: 

O 
II 

-CAr 

15 wherein Ar is selected from moieties of the formulae: 



20 




NHCORjg and 




TV* 



N 



25 



R6 is 



NCOAr', NCO(CH 2 ) n cycloalkyl, 



R. 



30 



-NCONAr', NCOCH 7 Ar', -X-Rin< 
l|| 
R » R o R. 
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10 



o 

II 

-NH-C-Olower alkyl(C 3 -C s )straight or branched 

9 

-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-Olower alkenyKCj-C^straight or branched, 



O 
II 

-NH-C-lower alkenyl(C 3 -C 8 )straight or branched, 

wherein cycloalkyl is defined as C3 to Cg cycloalkyl, 
cyclohexenyl or cyciopentenyl and wherein Ar 1 is 
15 selected from the moieties: 




20 V=A W N 



Ra is independently selected from hydrogen, CH3 or - 
C2H5; and R5, Ri , R&, Rg* *10' *25/ x and W are as 
hereinbefore defined- 

25 Compounds of this invention may be prepared as 

shown in Scheme I by reaction of tricyclic derivatives 
of Formula 3a and 2h with a substituted or unsubstituted 
6-nitropyridine-3-carbonyl chloride £ to give the 
intermediates 5a and Sh. Reduction of the nitro group 

30 in intermediates £a and gives the 6-amino-3- 

pyridinylcarbonyl derivatives £a and jfc. The reduction 
of the nitro group in intermediates ia and may be 
carried out under catalytic reduction conditions 
(hydrogen-Pd/C; Pd/C-hydrazine-ethanol) or under 
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chemical reduction conditions (SnCl2~ethanol; Zn-acetic 
acid; TiCl3) and related reduction conditions known in 
the art for converting a nitro group to an amino group. 
The conditions for conversion of the nitro group to the 
5 amino group are chosen on the basis of compatibility 
with the preservation of other functional groups in the 
molecule. 

Reaction of compounds of Formula and £h 
with aroyl chlorides, heteroaroyl chlorides, 

10 aryisulfonyl chlorides, diary Iphosphinyl chlorides, 
diphenoxyphosphinyl chlorides, alkyl (C3-C8) carbonyl 
chlorides, alkenyl (C3-C8) carbonyl chlorides, 
alkoxy (C3-C8) carbonyl chlorides, alkenyloxy (C3-CS) car- 
bonyl chlorides, alkyl (C3-C8) sulfonyl chlorides, 

15 alkenyl (C3-C8) sulfonyl chlorides cycloalkylcarbonyl 
chlorides, arylcarbamoyl chlorides or heteroaryl- 
carbamoyl chlorides as illustrated in Scheme 1, gives 
the novel compounds and Sh of this invention. The 
reactions may be carried out in solvents such as 

20 chloroform, dichloromethane, dioxane, tetrahydrof uran, 
toluene and the like in the presence of a tertiary base 
such as triethylamine, diisopropylethylamine or pyridine 
at 0°C tc 50°C. If more than one aroyl, heteroaroyl or 
aryisulfonyl group, etc. is introduced during the 

25 reaction, mild base treatment (NaOH, KOH etc.) in a 

lower alkancl removes the second such group tc give the 
products and 2h. 
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Scheme 1 
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Scheme 1 fCont'd.l 
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Scheme 1 fCont'd.) 
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Reaction of tricyclic derivatives of Formula 
6a and with either a carbamoyl derivative .2 or a 
isocyanate derivative Ifl, gives compounds (Scheme 2) of 
Formula 11a and lib which are vasopressin antagonists 
5 and/or oxytocin antagonists of Formula I wherein R6 is 

-NHCONAr' 

I 

and Rb is K, CH3 or C2H5. 
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Scheme 2 



10 



6a 



CI-C-NAr* 
I 

or f\ 
0= C= NAr' 
1_Q 



15 



20 



25 



30 



rv Y - 




=o 



Ha 



NHCONAr* 
I 




lib 



Reaction of tricyclic derivatives of Formula 
3_a and 2h with a 6-chloro or a 6-f luoropyridinine-3- 
carbonyl chloride 12 gives intermediates Ha. and 13b 
(Scheme 3) . 
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Scheme 3 
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13a lib 
The intermediates 13a and 13b may be reacted 
with RlO x ~ (11) wherein Rio is as previously defined and 
X is 0, S, NH or NCH3 to give derivatives of 15a and 15b 
as shown in Scheme 4 . 
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The compounds of Formula I wherein Y, A-B, Z, 
Rl, R2 and R3 are as defined and the R3 (-COAr) aryl 
group is 



0 
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wherein R5 is as previously defined may be prepared as 

shown in Scheme 5 by first synthesizing the pyridinyl 

moieties 1£ which are to be attached to the tricyclic 
benzazepine units. 




The preformed pyridinyl moieties 15 may be 
activated for coupling by reaction with peptide coupling 
reagents or preferably activated by conversion to the 
pyridine-3-carbonyl chlorides 12. The coupling may be 
10 carried out in inert solvents such as chloroform, 

dichloromethane, tetrahydrcf uran, dioxane, toluene and 
the like in the presence of a tertiary amine such as 
triethylamine . The reactions may also be carried out in 
pyridine and related alkyl pyridines. 
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Scheme 5 
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The starting materials la and 2h in Scheme 1 
can be made by literature methods. For example, 
intermediate 6, ll-dihydro-5H-dibenz [b, e Jazepines and 
substituted derivatives are prepared according to 
literature procedures: L.H. Werner, et al., J. Mfid. 
Chem . ,8,74-80 (1965); A.W.H. Wardrop et al., J. Ctism. 
Sfi£. Perkins Trans I , 1279-1285 (1976). 

Substituted 5 , 11-dihydrodibenz [b, e) azepin-6- 
one are prepared by literature procedures! J. Schmutz 
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et al., Helv . Chim . ftcta . . 48 . 336 (1965); and reduced 
to substituted 6, il~dihydro-5H-dibenz [b, e] azepines with 
lithium aluminum hydride, borane, borane-dimethylsulf ide 
and agents know to reduce an amide carbonyl to a 
5 methylene group. Intermediate 10,11- 

dihydrodibenz [b, f ] [1, 4] thiazepines are prepared by 
literature procedures - for example, see K. Brewster et 
al., J. Chem . Soc . Perkin I, 1286 (19*76). Reduction of 
either dibenz [b, f ] [ 1 , 4 ] oxazepines [A.W.H. Wardrop et 

10 al., J. Chem . Perkin Trans. I , 1279 (1976)) and 

dibenz [b, f ] [1, 4)oxazepin-li (10H) -ones ana 
dibenz [b, f ] [1, 4] thiazepin-11 (10K) -ones - J. Schmutz et 
al., Helv . Chim . Acta . . 48, 336 (1965); may be carried 
out with lithium aluminum hydride in inert solvents such 

15 as dioxane and the like. The tricyclic 6, 7-dihydro-5H- 
dibenz [b,d]azepine intermediates of Formula 21 may be 
prepared by the literature procedures: T. Ohta et al., 
Tetrahedron Lett., 2£, 5811 (1985); Wiesner et al., J. 
Amer . Chem . Soc . . 22/ 675 (1955); or derivatives may be 

20 prepared by coupling procedures illustrated in Scheme 7. 
The reduction of nitro compounds of structure type 21 
followed by ring closure, affords lactams 21 which are 
reduced to give tricyclic azepines of Formula 22- 

5, li-Dihydrc-6H-pyrido [3, 2-£] [ 1 ] benzazepines 

25 are prepared by literature procedures - J. Firl et al., 
liebias Ann. Chem. 469, (1989). IIE-Pyrido [2, 3- 
b] [1, 4]benzcdiazepin-c (5K) ones have been reported by 
J.F.F. Liegecis et al., ^. £222. Chem 36. 2107 (1993) and 
these derivatives are reduced to liii-pyrido[ [2, 3- 

30 b] [1, 4] benzodiazepines. The synthesis cf tricyclic 

1,4,5, 10-tetrahydropyrazclo- [4 , 3-c) [ 1 ] benzodiazepine and 
the 3-chloro derivative have been reported - 
G. Palazzi.no, et al. , Z. Heterocyclic diss., 2£, 71 
(1989) . 4, 10-Dihydro-5H-thieno[3, 2-£j [ 1 ] benzazepine 2ia 

35 and 9, 10-dihydro-4H-thieno [2, 3-£] [ 1 ]benzazepine 21h may 
be prepared by coupling tributyltin derivatives 12. and 
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20 with 2-nitrobenzyl bromide in the presence of 
tetrakis (triphenylphosphine) palladium (0) as shown in 
Scheme 6. 

Following coupling of intermediate 24 to give 
5 the tricyclic azepine 22/ the nitro group is reduced to 
give the 6-aminonicotinoyl derivative 2£. The 
derivative 26 is then reacted with the appropriate acid 
chlorides as illustrated in Scheme 2 to give the 
products 22 and 27a . 

10 Also depicted in Scheme 7 is the synthesis of 

intermediate tricyclic azepine 22 and 22. The tricyclic 
lactam derivatives 22 and 22 may be prepared by 
reduction of nitro intermediates 22 and 21, followed by 
ring closure of the corresponding amino derivatives. 

15 These tricyclic lactam intermediates 22 and 22 may be 

reduced with lithium aluminum hydride (LAH) or borane to 
give the tricyclic azepines 22 and 22. 



- 33 - 

SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/US96/01051 




- 34 - 

SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/US96/010S1 




- 35 - 

SUBSTITUTE SHEET (RULE 26) 



PCTAJS96/01051 



Scheme 7 (Continued) 
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Scheme 7 (Continued) 
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20 Tricyclic intermediates 42 for the synthesis 

of selected vasopressin antagonists of this invention 
wherein Y in Formula I is -CH2- and m is one, may be 
prepared as shown in Scheme 8. Suitable l-nitro-2- 
chloro or l-nitro-2-bromo heterocycles iS. undergo 

25 halogen exchange when reacted with a alkyllithium 

reagent such as t-butyllithium, £-butyllithium or n- 
butyllithium to give intermediates 22 which react with 
anhydrides of Formula !£. R12 is £fi£L- butyl, secondary 
butyl, n-butyl, 2, 6-dimethylpiperidine or a hindered 

30 non-nucleophilic dialkylamine . The nitro products 22. 
are reduced with hydrogen and a suitable catalyst or 
chemically reduced (Zn-acetic acid, TiCl3 etc.) to the 
amino intermediates 1ft. Ring closure to the cyclic 
lactams 41 is conveniently carried out by heating in 

35 xylene or an inert solvent at 100°C to 200°C. The 
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cyclic lactams of structure type 41 are readily reduced 
by borane in tetrahydrofuran, borane-dimethylsulf ide in 
tetrahydrofuran or lithium aluminum hydride in a 
suitable solvent such as dioxane to give the tricyclic 
5 compounds 42. 

Alternatively phenyliithium derivatives 37b . 
which are prepared by lithiation of protected 
benzaldehyde derivatives or by lithiation of 2-chloro or 
2-bromo protected benzaldehyde derivatives, are reacted 
10 with derivatives 38b wherein Z is as previously defined. 
Derivatives 38b are prepared by standard procedures such 
as ring closure of l-amino-2-carboxy heteroaromatic 
compounds or l-amino-2-benzoic acid derivatives, with 
acetic anhydride (Scheme 8) . 
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Scheme 8 
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Alternatively, as shown in Scheme 9, some of 
the tricyclic derivatives of structural type 42 may be 
prepared by "palladium" type coupling or "copper" 
induced coupling of halogenated derivatives 41 to give 
tricylic lactams &£. Reduction of the lactam carbonyl 
group gives the intermediates 42- Coupling of halogen 
derivatives 45 to effect ring closure with activated 
copper or "palladium* type reagents which induce aryl 
coupling gives lactams 4£. Borane reduction of lactams 
4£ gives derivatives 41- Ullmann cross couplings of 
halogenated hetterocycles and 2-bromonitrobenzenes and 
related cross couplings by low valent palladium species 
such as [Pd(PPh3)4l and PdCl2(PPh3)2 are known 
synethetic procedures; N . Shimizu et al., Tetrahedron 
Lett . 14. 3421 (1993) and references therein; N. M. Ali 
et al., T^r*hPdron , 21. 8117 <1992) and references 
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therein; J. Stavenuiter et al.. Heterocycles, 2£ 2711 
(1987) and references therein. 

Scheme 9 



10 



15 




Tetrahydro-lH-l-benzazepin-5-ones 51 and the 
tetrahydro-lH-l-benzazepin-2, 5-diones 52 are useful 
compounds for the synthesis of intermediate tricyclic 
heterocyclic structures 52 and 54 (Scheme 10) . The 
tetrahydrobenzazepin-5-ones 5JL and 52 may be formulated 
to give hydroxymethylene derivatives or reacted with 
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either the Vilsmeier reagent or the N, N- 
dimethylformamide dimethyl acetal to give the 
dimethylaminomethylene derivatives. The construction of 
heterocyclic rings from a-hydroxymethyleneketones by 
5 reactions with hydrazine, N-methyihydrazine, 

hydroxy lamine or formamidine to give pyrazoles, N- 
methylpyrazoles, oxazoles or pyrimidines respectively, 
is a standard literature procedure. See Vilsmeier 
formylation - Isl^tediaii, 42, 4015-4034 (1993) and 
10 references therein and ring formations - ^.Heterocyclic 
Chem . . 21, 1214 (1992) and references therein. 

Substituted and unsubstituted 
tetrahydrobenzazepin-2-ones are known compounds which 
are prepared by reaction of a-tetralones with sodium 
15 azide under acidic conditions. [J. Chem . Sec . 456 

(1937); Tp^ahQdron 49, 180"? (1993)] (Schmidt reaction). 
Reduction of tetrahydrc-lH-benzazepin-2-ones gives the 
tetrahydro-lH-benzazepines 4£ which acylation gives 
compounds 12. Oxidation of N-acyl tetrahydro-lK- 
20 benzapines of type to give the 5-one derivatives is a 
known oxidative procedure; R. 1. Augustine and W. G . 
Pierson, J. £za. Chem . , 2A, 1070 (1969). 

The synthesis of 3, 4-dihydro-lii-l-benzazepine- 
2,5-diones (£2:Rl5=H) has been reported as well as the 
25 conversion cf 3, 4-dihydro-lii-l-benzazepine-2, 5-diones to 
4- [ (dimethylamino) methylene] -3, 4-dihydrc-lJi-l- 
benzazepine-2, 5-diones with i±, £l-cimethylf ormamide, 
dimethylacetal : [W.-Y. Chen and N . W. Gilman, J. 
Heterocyclic Chem . , 2H, 663 (1983)]. The preceding 
30 reference describes the synthesis of 2-methyl-5, 7- 

dihydropyrimido[5,4-d] 1 1 ] benzazepir.-6 (6H) -ones which may 
be reduced to remove the lactam carbonyl group to give 
tricyclic derivatives cf structural type 14 wherein Z is 
a pyrimidine ring. 

35 
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Scheme 10 
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Scheme 11 
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The compounds wherein the aryl group in the R3 
moiety -COAr is 

NHCORj- 
K7 

are prepared as shown in Scheme 11. The tircyclic 
5 derivatives 2a and 2h are reacted with a substituted or 
unsubstituted 4-nitrobenzoyl chloride 55 to give the 
derivatives 56a and 56h . Reductions of the nitro group 
in derivatives 56a and 56b gives the 4-aminobenzoyl 
intermedites 5~?a and 5?b which are then reacted with an 
10 acid chloride represented by formula 55. to give the 
products 59a and L2b. 

The compounds wherein the aryl group in the R3 
moiety -COAr is 




R7 

15 are prepared by reactin of tricyclic azepines .la and 2h 
with a substituted benzoyl chloride illustrated by 
structural formula M (Scheme 12) to give the products 
61a and 61b . In a similar manner reaction of 
heteroaroyl chlorides £2, £1, or M with the tricyclic 

20 azepines 2& and 2h gives the products 65a and £5h 

wherein the aryl groups are as illustrated in Scheme 13. 
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Scheme 13 




Reference Example 1 
6 . ll-Dihvdro-5H-dibenz [ha elazepine 
A mixture of 48.52 g (0.20 mol) of 2- 
aminobenzophenone-2 ' -carboxylic acid and 500 ml of 
xylene is refluxed for 67 hours, cooled to room 

temperature and filtered. The solid is washed with 
xylene to give 43.3 g (97.8%) of 5fl-dibenz[b,£]azepine- 

6,11-dione as light tan crystals, m.p. 245-248°C. To 
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4.46 g (0-020 mol) of the preceding compound in 25 mi of 
tetrahydrofuran is added 12 ml (0.12 mol) of a 10 molar 
solution of boron-dimethylsulf ide in tetrahydrofuran. 
An additional 10 ml of tetrahydrofuran is added and the 
5 mixture is stirred overnight and then is refluxed 

(solids dissolve) for 4 hours. The solution is cooled 
and 15 ml of methanol added dropwise. The mixture is 
concentrated under vacuum, 50 ml of 2H sodium hydroxide 
is added and the mixture refluxed for 2 hours. The 
10 solid is filtered, washed with water, air dried and 
extracted with dichloromethane . The extract is dried 
(Na2S04) and the solvent removed to give 3.25 g (83%) of 

crystals, m.p. 117-122°C. 

Reference Example 2 

15 2-Chlorc-5H-cgibenz fb, el azeojne-S. ll-dione 

Chlorine gas is bubbled into a mixture 
(partial suspension) cf 1.0 g (450 mmol) of 5H- 
dibenz[b,e]-azepine-6,ll-dione in 50 ml of glacial 
acetic acid. The temperature cf the mixture rises to 

20 38°C. On standing, as the temperature of the solutions 
decreases, a white solid precipitates. The mixture is 
filtered to give C.40 g of solid (mixture of starting 
material and product in ratio of 1:8). The filtrate on 
standing gives 0.1C g cf product as crystals, m.p. 289- 

25 293°C. 
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Reference Example 3 
10. ll-Dihvdro-N.M-dimethvldibenzrb. fl f 1 , 4 1 oxazenine-2- 

sulfonamide 

To 5.88 g of 10, 11-dihydro-N, N-dimethyl-11- 
5 oxodibenz [b, f ] [1, 4] oxazepine-2-sulfonamide in 5 ml of 
tetrahydrofuran is added 20 ml of a molar solution of 
borane-dimethylsulf ide in tetrahydrofuran. The mixture 
is stirred overnight and then refluxed for 2 hours. The 
mixture is chilled, diluted with 10 ml of methanol and 
10 then concentrated, methanol added again and the mixture 
concentrated. To the mixture is added 20 ml of 2N NaOH 
and the mixture refluxed for 2 hours. The mixture is 
extracted with dichioromethane, the extract dried 
<MgS04) and filtered. The filtrate is passed through a 

15 thin pad of hydrous magnesium silicate and the pad 
washed with dichioromethane. The filtrate is 
concentrated to give 4.8 g of crystals, m.p. 99-102°C. 
Recrystallization from diisopropylether-dichloromethane 
gives 3.96 g of crystals, m.p. 109-110°C. 

20 Mass Spectrum (FAB) 305(M + H) .Anal .Calc'd. for 
Cl5Hl6N203S:C,59.2; n,5.3; N,9.2; S,10.6. 

Found: C,57.6; H,5.2; N,8.9; S,10.1. 

Reference Eaample 4 

25 To a hot (70°C) solution of 2.62 g (17 mmol) 

of 6 (5K) -phenanthridinone in 120 ml of acetic acid is 
added chlorine gas for 10 minutes. The solution is 
allowed to cool to room temperature and the mixture 
filtered. The crystals are filtered to give 1.35 g of 

30 crystals, m.p. 310-318°C. 

To the preceding compound (1.57 g) in 25 ml of 
tetrahydrofuran is added 12 ml of a 10 molar solution of 
boron-cimethylsuif ide in tetrahydrofuran. The mixture 
is refluxed for 18 hours, cooled and 15 ml of methanol 

35 is added. The mixture is concentrated under vacuum and 
50 ml of 2 N sodium hydroxide added. The mixture is 

- 53 - 

SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/US96/01051 



refluxed for 2 hours and the solid filtered off and 
washed with water and air dried to give the product as a 
solid. 

Reference Example 5 

5 9-Chloro-5H-dibenz rb.eia2epir.-6. 11-dione 

A mixture of 11.15 g of 5fl-dibenz [b, ejazepin- 
6,11-dione and 600 mi of glacial acetic acid is heated 
on a steam bath until the solid dissolves. To the 
solution (70°C) is added chlorine gas. Chlorine is 
10 bubbled throughout the solution until a precipitate 

begins to form. The mixture is allowed to cool to room 
temperature and is filtered to give 7.3 g of product, 
m.p. 290°C to 295°C. 

Reference Example 6 

15 Q -ChlQrc>-6r ll-dihydrc-SH-^benz ffe, elazepine 

To a mixture of 7.28 g 9-chioro-5iL-dibenz- 
[b, e} azepin-6, 11-dione in 25 mi cf tetrahydrofuran under 
argon is added 8.5 ml of 10 molar boron-dimethylsulf ide 
in tetrahydrofuran. The mixture is stirred 18 hours at 

20 room temperature, 30 ml of tetrahydrofuran added and the 
mixture refluxed for 3 hours (solids dissolved) . The 
solution is cooled 10 room temperature and 25 ml of 
methanol added dropwise. The volatiles are removed 
under vacuum. To the residue is added 100 ml cf 2 N 

25 NaOK. The mixture is refluxed overnight: and filtered. 
The solid is extracted with dichloromethane and the 
extract is washed with 2 N citric acid, water and dried 
(Na2S04) . The solvent is removed to give 4.2 g of solid 

which is triturated with ethyl acetate-hexane (1:2) to 
30 give crystals, m.p. 137°C to 141°C. 

Reference SaaiERls 2 

10. 1 l-Pihydrodibenz lb. f 1 1 1 , 4 ] thi =zeoine 
To a mixture of 3.3 g cf 10, 11-dihydro-ll- 
oxodibenz [b, f ] [1, 4] thiazepine in 25 mi of 
35 tetrahydrofuran is added 4.0 mi cf 10 molar borane- 
dimethylsulf ide in tetrahydrofuran. The mixture is 
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stirred at room temperature for 18 hours, 50 ml of 
anhydrous methanol added and the solvent removed. An 
additional 30 ml of methanol is added and the solvent 
removed to give white crystals. A sample is purified by 
5 chromatography on silica gel with hexane-chloroform- 

ethyl acetate (2:1:1) as solvent to give white crystals, 
nwp. 145-148°C. 

The following compounds are prepared as 
described in Reference Example 7. 
10 Reference Example 8 

4-Mer.hvI-10. ll-dihvdrodibenz fb. f } [ 1 . 4 j thiazepine 

Reference Example 9 
4-Chlor o-10. ll-dihvdrodibenz fb. f ] *1. 4) thiazepine 

Reference 10 

15 2-Methyl-lO. ll-dihvdrodibenz fb. fl [ 1 , 4 1 thiazepine 

R^^erenc^ Example 11 
2-Chlorc-10. ll-dihvdrodibenz fb, f 1 fl. 41 thiazeoine 

Reference Example 12 
2-MethoxylO, 11-di hydrcdibenz fb, f 1 f l , 41 thiazepine 

20 Reference Example 13 

8-Chlor~-1 0- 11-dihvdradibenz fb. f 1 r l , 4 ] thiazeoine 
Reference Example 14 
4. B-Dichloro-13, ll-dihvdrodibenz fb. fl f 1. 41thiazepine 

Reference Example 15 

25 a-Chloro-4-^ethvl-10. ll-dihvdrodibenz fb . fl fl, 4*- 

thiazepine 

Reference Example 16 
P-Merhoxv-IQ. ll-dihvdrodibenz fb. tl LI . 4 1 thiazepine 

Reference Esarcple I 1 

30 j ^-gtllorc-^-me^yl-lP, ll- 

dihvdrodibenz fb, f t [ 1 , 4 1 thiazepine 
The following compounds are prepared as 
described in Reference Example 3. 

Reference Example 18 

35 ?-Chloro- 10. 1 1-dihvdrcdibenz r b. f 1 [ 1 .4 ] -oxazepine 
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Reference Example 19 

2- Methvl -10. 1 1-dihydrodibenz fb.fl f 1 . 4 ] -oxazepine 

Reference Example 20 
4-Chloro-lQ, 1 1-dihydrodibenz fb. f 1 f 1 .4 1 -oxazepine 

5 Reference Example 21 

3- Methvl-10. 11-dihvdrodibenz fb.fl fl , 4 ] -oxazepine 

Reference Example 22 

?-Chloro-10. 11-dihvdrodibenz fb. fl f 1 Jj ■ -oxazepine 
Reference Example 23 
10 8-Chlorc-10. 1 1-dihydrodibenz fb. f ] [ 1 , 4 —oxazepine 

Reference Example 24 
2. 4-Qichlor o-10. 11-dihvdrodibenz fb. f 1 LL 4i-oxazepine 

Reference Sample 25 
4 , 6-Dichlero-10 . 1 1-dihydrodibenz fb.fl f 1 . 4 1 -oxazepine 
15 Reference Example 26 

4- Chloro-e-methyl-lC, 11-dihvdrodibenz fb. £J LL-U= 

oxazepine 

Reference Example 22 

4-Mg>thyl-'7-chlcro-10. 1 1-dihydrodibenz fb. f 1 f 1. 41- 

20 oxazepine 

Reference Example 28 
l-Chloro-4- methyl-lQ. 1 1 -dihydrodibenz f b. fl fl.41- 

oxazepine 
Reference Example 29 

25 2-Fluoro- 10. 11-dihvdrodibenz fb. f 1 f 1 , 4 j -oxazepine 

Reference Example 3Q 

N- (2-Iodophenvl ) -2-iodoohenvlacetamide 
A solution of 13.32 g (0.05 mol) of 2- 
iodophenylacetic acid in 75 ml thionyl chloride is 

30 refiuxed for 2 hours, and the volatiles removed under 
vacuum. Toluene is added (3 times) and the solvent 
removed under vacuum after each addition to give 2- 
iodophenylacetyl chloride as a gum. To the preceding 
compound (0.05 mol) in a mixture cf 100 ml of toluene- 

35 dichloromethane (1:1) is added 11 g (0.05 mol) of 2- 
iodoaniline and (0.10 mol) of diisopropylethylamine . 
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The mixture is stirred at room temperature overnight and 
the solvent removed. The residue is dissolved in 
dichioromethane and the solution washed with IN HC1, 
saturated sodium bicarbonate, brine and dried (Na2S04) . 
5 The solvent is removed and the residue recrystallized 
from methanol -ether to give 16.0 g of light brown 
crystals, m.p. 160°-163°C. 

Reference Example 31 
2-lPdo-N- (2-iodQPhenvl } benzeneethanamine 

10 To a suspension of 1.39 g (3 mmol) of 2-iodo- 

N- (2-iodophenyl) benzeneacetamide in 30 ml of 
tetrahydrof uran-dichloromethane (1:1) is added 3.75 ml 
of 2.0 moiar borane-dimethylsuif ide in tetrahydrof uran . 
The solution is stirred 1 hour at room temperature and 

15 then relfuxed for 16 hours. The mixture is cooled and 
water slowly added dropwise until gas evolution ceases. 
The volatile are removed under vacuum and the aqueous 
^residue made alkaline with 2N sodium hydroxide. The 
mixture is extracted with ether (50 ml) and the extract 

20 is washed with brine and dried (Na2S04) . The solution 
is filtered through a thin pad of hydrous magnesium 
silicate and the filter pad is washed with ether and the 
filtrate evaporated. The residual solid is washed with 
isooctane to give 1.20 g of white solid. 

25 Recrystaliization from diethylether/hexane gives white 
crystals. 

Reference Example 32 
N- M-Nitrobenzovl-N- f 2-iodophg nvl ) -2- 
iodcberzeneethylamine 
30 To a solution cf 0.90 g cf 2-iodo-N- (2- 

iodophenyi) benzeneethanamine in 4 ml of tetrahydrof uran 
is added C.41 g of triethyiamine, and 0.57 g of 4- 
nitrobenzoyl chloride. The mixture is stirred at room 
temperature for 2 hours and the solvent removed under 
35 vacuum. The residue is dissolved in ethyl acetate- 
dichloromethane (5:1) and the solution washed with IN 

- 57 - 

SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCIYUS96/01051 



HC1, saturated NaHC03, brine and dried (Na2S04) . The 
solution is filtered through a thin pad of hydrous 
magnesium silicate. The filtrate is evaporated and the 
residual solid triturated with diethyl ether and hexane 
5 to give 1.10 g of product as a white solid. 

Rnff^rence Example 33 

?. i-n?hYriro-lH-l-ben2a2gpine-2. 5-dione 
To a solution of 225 ml of glacial acid and 
8.5 ml of concentrated sulfuric acid is added 4 9.54 g 

10 (0.30 mol) cf 2 1 -nitroacetophenone and 47.02 g 

(0.50 mol) of glyoxyiic acid (hydrated) . The mixture is 
heated at 100°C for 16 hours. The mixture is cooled and 
poured over crushed ice. After the ice melts, the 
mixture is filtered and the solid washed with cold 

15 water. The solid is dried and recrystaliized from 
dichloromethane-hexane to give 20.1 g of 3- (2- 
nitrobenzoyl) acrylic acid as white crystals, m.p. 153- 
158°C. A solution of the proceeding compound (9.0 g) in 
80 ml of ethanol and 1.6 g of palladium-on-carbon is 

20 hydrogenated in a Parr hydrogenator under 30 pounds per 
square inch cf hydrogen for 20 hours. The mixture is 
filtered through diatomaceous earth and the solvent is 
removed. The residue (7.0 g) is chromatographed on 
silica gel with hexane-ethyl acetate (1:1) as solvent to 

25 give 4.0 g of 3- (2-aminobenzoyl) propionic acid as an 

orange solid, m.p. 103°-107°C. A 0.50 g sample of the 
preceding compound, 0.36 ml of triethylamine and 0.43 ml 
cf diethoxyphosphinyl cyanide in 20 ml of 
dichlcromethane is stirred at room temperature for 5 

30 days. The solvent is removed, ethyl acetate is added 
and the mixture washed with water, 2 H citric acid, 1M 
NaHC03, brine and dried (Na2S04) . The solvent is 
removed and the residue purified by chromatography over 
silica gel with ethyl acetate-hexane (1:1) as solvent to 

35 give C.190 g of light brown crystals, m.p. 168°-170°C. 
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Reference Example 34 
4-f (Dimethvlamino) methyle ne^ -3. 4-dihvdro-lM-l - 
benzazepine-2. 5-dione 

A mixture of 0.250 g (1.43 mmol) of 3,4- 
5 dihydro-lE-l-benzazepine-2, 5-dione and 5.5 ml (4.93 g, 
41.5 mmol) of N,U-dimethylformamide, dimethylacetal is 
heated at 90°C for 1.5 hour. The mixture is cooled, 
diluted with diethyl ether and filtered. The solid is 
washed well with diethyl ether and dried to give 0.26 g 
10 of tan crystals, m.p. 203°-205°C. 

Reference Example 35 
2-Methvl-6, ^-dihvdrc-5H-Pvrimidor5.4-d1 fl I benzazeoine 
To a solution of 0.308 g (3.26 mmol) of 
acetamidine hydrochloride in 15 ml of methanol under 
15 argon is added 0.176 g of (3.26 mmol) of sodium 

methoxide and the mixture stirred for 5 minutes. To the 
mixture is added 0.50 g (2.17 mmol) of 4- 
[ (dimethylamino) methylene] -1,2, 3, 4-tetrahydro-5H-l- 
benzazepine-2, 5-dione and the mixture stirred at room 
20 temperature overnight. The mixture (containing thick 
precipitate) is diluted with 3 ml of methanol, chilled 
and filtered. The filtrate is concentrated to dryness. 
The residue and original solid are combined and 
chloroform added. The mixture is washed with water, the 
25 organic layer is treated with activated carbon and then 
filtered through a thin pad of hydrous magnesium 
silicate. The filtrate is evaporated to give 0.41 g of 
crystals, m.p. 257°-258°C. 

The preceding compound is heated with 5 
30 equivalents of lithium hydride in dioxane for 24 hours 
to give the product as a solid. 

Reference Example 36 
5 , g -Dihvdroovrido f 2 , 3-b) f 1 . 4 1 benzodiazepine 
To a suspension of 11.67 g of 2-thiobenzoic 
35 acid in a mixture of 32 ml of ethanol and 11 ml of water 
is added portion wise 12.72 g of solid sodium 
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bicarbonate. After the complete addition, the mixture 
is stirred for 15 minutes and 10.0 g of 2-chloro-3- 
nitropyridine added portionwise. The mixture is 
refluxed for 2 hours, cooled and then concentrated in 
5 vacuo . The residual aqueous solution is diluted with 
15 ml of water, acidified with 2N HC1 and extracted 
twice with 250 ml of ethyl acetate. The extract is 
concentrated under vacuum to give a yellow solid 
residue. The residue is dissolved in a minimum of ethyl 

10 acetate by heating on a steam bath. The solution is 

cooled overnight and filtered to give 2.5 g of starting 
material. The filtrate is concentrated, chilled and 
filtered to give 12.5 g of 2- (3-nitro-2- 
pyridinylthio) benzoic acid as a yellow solid. The 

15 preceding compound (5.0 g) and 0.75 g of Pd/C in 60 ml 
of ethanol is shaken in a Parr hydrogenator under 45 psi 
of hydrogen for 18 hours. The mixture is filtered 
through diatomaceous earth and the filter cake washed 
with 200 ml of dichioromethane . The combined filtrate 

20 is evaporated in vacuo to give a solid. The solid is 
triturated with ethanol and filtered to give 3.6 g of 
yellow solid. This solid (3.0 g) is again hydrogenated 
with Pd/C (0.50 g) in 50 ml of ethanol and 30 ml of 
acetic acid under 45 psi of hydrogen for 18 hours. The 

25 mixture is filtered through diatomaceous earth and the 

filter cake washed with methanol. The combined filtrate 
is concentrated in vacuo to give 1.6 g of solid. This 
solid in 25 ml of N, N-aimethylformamide is again reduced 
with 0.80 c of Pd/C under 45 psi of hydrogen to give 

30 C.57 g of solid. Recrystallization from ethyl acetate 
gives C.28 g of 2- (3-aminc-2-pyridinylthio) benzoic acid. 
The preceding compound (0.20 g) is heated in 2- 
hydrcxypyriaine at 170°C to give 5, 6-dihyaropyrido [2, 3- 
[1, 4] benzodiazepine as a yellow solid. The preceding 

35 compound is reacted with borane-dimethylsulf ide as 
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described for Reference Example 3 to give the product as 
a solid. 

Reference Example 37 
2-Nitro-2 ; -carboxy-diphenylamine 
5 A stirred solid mixture of 13,7 g of 

anthranilic acid, 20,2 g of £-bromonitrobenzene, 13.8 g 
of anhydrous potassium carbonate and 0.1 g of copper 
metal is heated at 200°C in an oil bath. The reaction 
mixture is heated for 2 hours, cooled and the solid 
10 washed with ether (3 X 100 ml) . The solid is dissolved 
in hot water and filtered. The filtrate is acidified 
with 40 ml of HCi and the resulting solid is collected 
and dried to give 20.5 g cf the desired product as a 
solid, m.p. 262-265°C. 
15 Reference Example 38 

2-Amino-2 1 -carboxv-diohenvlamine 
A solution of 7.3 g of 2-nitro-2 9 -carboxy- 
diphenylamine in 50 mi of methanol containing 10% 
palladium-on-carbon is hydrogenated under 42 pounds of 
20 pressure for 24 hours. The reaction mixture is filtered 
through diatomaceous earth. The filtrate is evaporated 
to dryness in v^cuo to give 6.6 g of the desired product 
as a solid, m.p. 72-75°C. 

Reference Example 39 
25 5, ll-Dihvdro-lOH-dibenz fb.e^ [ 1 , 4 1 diazeoine-1 1-one 

A mixture of 6.6 g of 2-amino-2 l - 
carboxydiphenylamine in 300 ml of xylene is heated at 
reflux fcr 20 hours. The xylene is evaporated in vacuo 
to a residue which is evaporated from 210 ml cf toluene 
30 in vacuo to a residue which is evaporated from 50 ml of 
chloroform to give a residue. The residue is dissolved 
in 10 ml of tetrahydrofuran and added to 400 ml of ice- 
cold hexane. The resulting solid is collected, to give 
4.3 g of the desired product as a solid, m.p. 121-123°C. 
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Reference Example 40 
q . n -FH hvrirn-1 OH-dibenz f b. eH 1 , 4 1 diazeoine 
To a stirred solution of 4.3 g of 5,11- 
dihydro-10ii-dibenz [b,e] [1, 4 ] diazepin-ll-one in 50 ml of 
5 tetrahydrofuran, under nitrogen and cooled to 0°C is 

added 4.0 ml of a 10 molar solution "of dimethyl sulfide- 
borane complex in tetrahydrofuran. The ice bath is 
removed after 30 minutes and the reaction mixture 
stirred at room for 18 hours. The reaction mixture is 
10 cooled in an ice bath and 30 ml cf anhydrous methanol 
added dropwise and evaporated to dryness in vacuo. 
Another 30 mi of methanol is added and evaporated to a 
residue. The residue is quenched with 30 ml of 40% 
sodium hydroxide followed by heating at I10°C for 45 
15 minutes and cooling to room temperature. The reaction 
mixture is diluted with 200 ml of water and extracted 
with methylene chloride (3 x 100ml) . The combined 
extracts are washed with IN HC1, water and 0.5 N NaOH. 
The organic layer is dried and evaporated in vacuo to 
20 give 3.2 g of the desired product, m.p. 114-116°C. 

Reference Example 41 

5H-Dibenz fb. el azepine-6, 11-dione 
A mixture of 2.50 g of 2-aminobenzophenone-2 1 - 
carboxylic acid in 50 ml of xylene is stirred at reflux 
25 for 23 hours. The mixture is filtered to give 1.82 g of 
the desired product as a solid. 

Reference Example 42 
?-Chlorc-5H-riibenz f b.e^ azepine-6. 11-riione 

A mixture cf 1.0 g cf 5rL~dibenz [b, e] azepine- 
30 6,11-dicne in 50 ml of acetic acid is stirred while 
chlorine is bubbled into the reaction mixture until 
saturated. The temperature increases to 38°C. After 
standing, a precipitate forms and is filtered, washed 
with hexane and air dried to give 0.62 g of solid which 
35 is purified by chromatography to give the desired 
product as a solid, m.p. 289°-293°C. 
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Reference Example 4 3 
2-Chloro-6, 11-Dihvdro-SK-dibenzfb. elazepine 
To a mixture of 7.28 g of 2-chloro-5H- 
dibenz [b,e]azepine-6, 11-dione in 25 ml of anhydrous 
5 tetrahydrofuran, under argon, is added dropwise 8.5 ml 
of (10 MJ boron-dimethyl sulfide in tetrahydrofuran. The 
reaction mixture is stirred at room temperature for 18 
hours ♦ The reaction mixture is heated at reflux for 3 
hours and cooled to room temperature. While stirring, 
10 25 ml of methyl alcohol is carefully added, followed by 
100 ml of 2 N NaOH. The reaction mixture is heated at 
reflux for 24 hours and the solid collected. The solid 
is dissolved in methylene chloride and washed with 2 N 
citric acid, water and dried (Na2S04> . The volatiles 
15 are evaporated la vacuo to give 4.16 g of a residue 

which is crystallized from ethyl acetate-hexane to give 
2.05 g of the desired product as a crystalline solid, 
m.p. 137-141°C. 

Reference Example 44 
20 . 2- r 2MTributvlstannvl)-3-r.hienvn-l. 3-dioxolanP 

To a stirred solution of 15.6 g (0.10 mol) of 
2- (3-thienyl) -1, 3-dioxolane in 100 ml of anhydrous 
ether, n-butyl-lithium (1.48N, in hexane, 74.3 ml) is 
added dropwise under nitrogen at room temperature. After 
25 being refluxed for 15 minutes, the reaction mixture is 
cooled to -78°C and tri-n-butyltin chloride (34.18 g, 
0.105 mol) in 100 mi of dry tetrahydrofuran is added 
dropwise. After the addition is complete, the mixture 
is warmed to room temperature and the solvent 
30 evaporated. To the oily residue 100 ml of hexane is 

added, and the resulting precipitate (LiCl) is filtered 
off. The filtrate is evaporated and the residue 
distilled at reduced pressure, given 34.16 g (77%) of 
the desired product. 
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Rpfprence Example 45 
?-f2- r (2-Nirrophenv.l > mpthvli -3-thienvl W . 3-dioxolane 
A mixture of 2- [2- (tributyistannyl) -3- 
thienyl]-!, 3-dioxolane (8.8 gms, 20 mmols) , 2- 
5 nitrobenzyl bromide (4.5 gms, 22 mmol) and tetrakis 

(triphenylphosphine) -palladium (0) (200 mg) is refluxed 
in degassed toluene for 16 hours under a nitrogen 
atmosphere. At the end, the reaction mixture is cooled 
to room temperature and filtered through diatomaceous 
10 earth. The toluene is removed by concentrating at 

reduced pressure and the product isolated by silica gel 
column chromatography by elution with 30% ethyl acetate: 
hexane tc give 4.5 gms of the desired product as viscous 
liquid. Mass Spectrum; M+292 
15 Reference Example 4 6 

4 . i n-rn hvdrr?-5H-thier.of 3. 2-c^ f 11 benzazepine 
A stirred solution of 4 gms of 2-[2-[<2- 
nitrophenyl ) methyl ] -3-thienyl] -1, 3-dioxolane in acetone 
(50 ml) and acetic acid (90% 50 ml) is heated to 60°C. 
20 Zinc dust (10 gms) is slowly added and after the 

addition, reaction mixture is stirred for 6 hours. At 
the end, reaction mixture is filtered and the residue 
washed with acetone and concentrated. The brown residue 
is extracted with chloroform and washed well with water. 
25 The organic layer is dried (Na2S04) and filtered and 
concentrated. The product is isolated by silica gel 
column chromatography by eiuting with 20% ethyl acetate: 
hexane to give 2.0 g cf the desired product as a pale 
yellow crystalline solid, m.p. 86°C. Mass Spectrum; 
30 M+202. 

Reference Example 47 
4 , 5-Dihv^o-4 , * -dimethyl -2- j2z r {2-n: ~ rophenyl ) methyl 1-2- 

thienvl 1 o xaz^le 
To a solution of 4 , 5-dihydro-4, 4-dimethyl-2- 
35 (2-thienyl) -oxazoie (4.5 gms 25 mmol)' in anhydrous ether 
at -70°C, n-butyl- lithium (2.5 mciar solution in hexane, 

- 64 - 



SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/US9d/01051 



11 ml) is added drop by drop under N2 atmosphere. The 
reaction mixture is stirred at -78°C for 45 minutes and 
tri-n-butyltin chloride (B.3 gms 25 mmol) in dry ether 
is added drop by drop. The reaction mixture is stirred 
5 at room temperature for 1 hour and quenched with water. 
The reaction mixture is extracted with ether, washed 
well with water, dried and concentrated. The product 
obtained is pure enough for further transformation. The 
oil product, 4, 5-dihydro-4 , 4-dimethyl-2- [3- 
10 (tribu~ylstannyl)-2-thienyl)-oxazole is mixed with 2- 
nitrobenzyi bromide (5.5 g 25 mmol) in toluene and 
refluxed in the presence of tetrakis 

(triphenylphoshine) -palladium (0) 200 mg) for 16 hours. 
At the end reaction mixture is cooled to room 

15 temperature and filtered. Toluene is removed under 
reduced pressure and the product is isolated as brown 
oil by silica gel column chromatography by eluting it 
with 30% ethyl acetate :hexane to give 5.7 g of the 
desired product. Mass Spectrum; M+316. 

20 Referent Exampip 4fl 

9, 10-Dihydro-4H-thifinnn. n 1 hpnzazopin-i 

A solution of 4, 5-dihydro-4, 4-dimethyl-2- [3- 
[ <2-nitrophenyl)methyl]-2-thienyl]oxazole 5 gms is 
refluxed in acetone/water (3:1 100 ml) containing 1 N 

25 HCi (30 ml) for 24 hours. The reaction mixture is 

concentrated and the residue is dissolved in glacial 
acetic acid (100 ml) . The acetic acid is stirred at 
70°C and zinc dust (10 gm) is slowly added. Stirring is 
continued at 70°C for 6 hours. At the end, the reaction 

30 mixture is cooled to room temperature and filtered. 
Acetic acid is removed under reduced pressure and the 
residue is extracted with chloroform. The chloroform 
layer is dried and concentrated to give 2.9 gms of the 
desired product as a brown solid. 

35 Mass Spectrum: M + 215. 
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Reference E xample 49 
? f iO-Dihydr;>-4H- r_hienor2, lz£J r 1 1 benzazeoine 

A stirred solution of 2.0 g of 9, 10-dihydro- 
4H-thieno[2, 3-c] [ 1 ]benzazepin-10-one and lithium 
5 aluminum hydride (500 mg) in tetrahydrofuran is refluxed 
for 4 hours. At the end, reaction mixture is carefully 
quenched with ice cold water and extracted with 
chloroform. The organic layer is washed well with water 
and dried over anhydrous Na2S04, filtered and 

10 concentrated. The product is purified by silica gel 
column chromatography by eiuting it with 30% ethyl 
acetate rhexane to give 1.2 g of the desired product as a 
bright yellow solid. Mass Spectrum M + 202. 

R P ro r o nC o Example 50 

15 2-Methylf urane- 3-carbonvl chloride 

A mixture of 4.0 g of methyl-2-methylfurane-3- 
carboxylate, 30 mi of 2 N NaOH and 15 ml methanol is 
refluxed for 1.5 hours. The solvent is removed under 
vacuum to give a solid. The solid is extracted with 

20 dichlorcmethane (discarded) . The solid is dissolved in 
water and the solution acidified with 2 N citric acid to 
give a solid. The solid is washed with water and dried 
to give crystals 1.05 g of crystals of 2-methylfuran-3- 
carboxylic acid. The preceding compound (0*95 g) and 3 

25 ml of thionyi chloride is refluxed fcr 1 hour. The 

solvent is removed, toluene added (20 ml, three times) 
and the solvent removed to give the product as an oil. 

Reference Example 51 
2- -2- (Tr j 'nni-vlsr.annvl) - 3-thier.vl 1 -1 , 3-dioxolane 

30 To a stirred solution of 15.6 g (0.10 mol) of 

2- (3-thienyi) -1, 3-dioxciane in 100 ml of anhydrous 
ether, n-butyl-lithium (1.48 N, in hexane, 74.3 ml) is 
added cropwise under nitrogen at room temperature. 
After being refluxed fcr 15 minutes, the reaction 

35 mixture is cooled to -78°C and tri-n-butyltin chloride 

(34.18 g, C.1C5 mol) in 100 ml of dry tetrahydrofuran is 
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added dropwise. After the addition is complete, the 
mixture is warmed to room temperature and the solvent 
evaporated. To the oily residue 100 ml of hexane is 
added, and the resulting precipitate (LiCl) is filtered 
5 off. The filtrate is evaporated and the residue dis- 
tilled at reduced pressure, giving 34.16 g (77%) of the 
desired product. 

Reference Syamplo 
Methyl 6-aminopvridine-3-rarh oxvlate 

10 Dry methanol (400 ml) is cooled in an ice bath 

and HC1 gas is bubbled into the mixture for 25 minutes. 
To the MeOK-HCl is added 30 g of 6-aminopyridine-3- 
carboxylic acid and then the mixture is stirred and 
heated az 90°C for 2 hours (all the solid dissolved) . 

15 The solvent is removed under vacuum and the residual 

solid dissolved in 100 ml of water. The acidic solution 
is neutralized with saturated sodium bicarbonate (solid 
separated) and the mixture chilled and filtered to give 
30 g of white crystals, m.p. 150°-154°C. 

20 Reference Example 53 

6- f (5-fluoro-2-methvlben20vl) aTninolp yridino-3-carboxylie 

acid 

To a mixture of 4.5 g of methyl 6-amino- 
pyridine-3-carboxylate and 5.53 ml of triethylamine in 

25 40 ml of di chi or ome thane (cooled in an ice bath) is 

added 6.38 g of 5-f luoro-2-methylbenzoyl chloride in 10 
ml of dichloromethane. The mixture is stirred at room 
temperature under argon for 18 hours and an additional 
3.4 g of 5-fluoro-2-methylbenzoyl chloride added. After 

30 stirring at room temperature for 3 hours, the mixture is 
filtered to give 3.0 g of methyl 6- [ [bis (5-fluoro-2- 
methylbenzoyl) ] amino] pyridine-3-carboxylate . The 
filtrate is concentrated to dryness and the residue 
triturated with hexane and ethyl acetate to give an 

35 additional 9.0 g of bis acylated compound. 
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A mixture of 12,0 g of methyl 6- [[bis (5- 
fluoro-2-methylbenzoyl) } amino )pyridine-3-carboxylate, 60 
ml of methanol-tetrahydrofuran (1:1) and 23 ml of 5 H 
NaOH is stirred at room temperature for 16 hours. The 
5 mixture is concentrated under vacuum, diluted with 25 ml 
of water, cooled and acidified with 1 N HC1. The mix- 
ture is filtered and the solid washed with water to give 
6.3 g of the product as a white solid. 

As described for Reference Example 53, but 

10 substituting the appropriate aroyi chloride, heteroaroyl 
chloride, cycloalkanoyi chlorides, phenyiacetyl 
chlorides and related appropriate acid chlorides, the 
following 6- [ (aroylamino] pyridine-3-carboxy lie acids, 6- 
[ (heterc- aroyi) amino] pyridine- 3- carbo>:y lie acids and 

15 related 6- [ (acylated) amino]pyridine-3-carboxylic acids 
are prepared. 

Reference Sxampje 54 
6- f (3-Met hyl-2-thienylcarbonyl) amino! ovridine-3- 
carboxvlic acid 
20 Reference Example 55 

6- ' /2-Me»:hvI-?-+:hienvlc5rbonyl) amino* ovridine-3- 

carfroxylic gcid 
Reference....£xarcple 56 
€- : (3-Methvl-2-furanylcarbonyl) amino } pyridine- 3- 
25 carkoxylic ac^cl 

Reference Example 5*? 

6- ! (2-M* r:hvl-3-f».iranvlcarbonyl) amino 1 pyridine- 3- 

carbpftyllc acid 

Reference Example 58 
30 6- S (?-fluoro-2-methylbenzcyl) amino ;oyrid ine-3'carboxylic 

acid 

Reference Example 59 
(2-Mothv lhor.2Qvl)aminoiDvridine-3-carboxvlic acid 

Reference Example 6Q 

35 £— £ (2-chl n-nber.zo yl) amino 1 pyridin.e-3-carboxylic acid 
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Reference Example 61 
6-T (2-Flucrobenzovl) aminolPvridine-3-carbox ylic acid 
Reference Example 62 





V 


i i^-Lnioro-q-r ^uoroDenzoyi ) ammo i pyridine- J-carooxvi ic 


D 




aClQ 






Reference Example S3 












Reference Example 64 








10 




acid 






Keiereric^ £.xarnp±e 






! t Ji f>i w , - imeiino/ivpep.zcyi ) amine ip^riam*- <-carPoxyii c 






acid 






X5 o 4^ q v*a ^ 3 > > 'i a £L £L 
fxtrlfcrr _nC~f iL X dmpi CO 






■ i^i^ l - riUQropen_2 ovi 1 amine i pyridine- j-carnoxy ! ic acid 






Reference Example ^ 






lir i omopenzov i > ammo i pyriame- j-carooxyi^c acid 






ceierence Example 69 




6- 


* r (2-Chlorc-4-p.iiroben2oyl) amino lpyridine-3-carboxy lie 






acid 






Reference Example 






6- f (Tetrahvdrofuranvl-2-carbonvl) aminolpvridine-3- 






carbcxylic acid 






Reference Example ^0 


25 




6- r (Te-rahvdrcthienvl-2-carfconvl) aminolpy-id- 5 ne-3- 






cariJCXYlic acid, 






Reference Example 71 




5- 


•f (Cvclohevvlcarbonvl) amino! Pvridine-3-carboxvlic acid 






Reference Example ^2 


30 




- f (cvclohe>:-3-enecarbonvl) amino^ ovridine-3-carboxvl ic 



acid 

P.eference Example 3 
6- r ( 5-riuoro-2-met.hylbengene5cetyl ) amino 1 pyridine- 3- 

carocxylic acid 
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Reference Example 74 
6- f (2-Chlorobenzeneacet:vl) amine ! pyridine-3-carboxylic 

acid 

Reference Example 75 
5 £zJ fcvclopentvlcarbonvl) amino! pvridine-3-carbQxvlic acid 

Reference Exarple *?6 
6- r (cyclPhe«ylac«Yl)aminQlpyridine-3-«rbQ«ylic acid 

Reference Example 77 
6- f (3-Methvl-2-thienvlacetyl) amir.olpyridine-3-carboxylic 
10 acid 

Reference Example 7B 
6- [ (2-Methy 1- 3-th ier.yl acetyl ) amino! pyridine- 3 -carboxylic 

acid 

Reference Example 79 

15 6- r i? - M e,nyl-2-^ranylacevyl) a rc i nol pyridine-3-car fc oxylic. 

acid , m.p. 288-290°C 
Example 8Q 

6- [ t2-Merhvl-?-furanylacetyl) amino; pyridine-3-carboxylic 

acid 

20 Reference Example 81 

g- ' (3-Methyl-2-tetrahvdrot:hienylacetyl 1 amino 1 pvri dine- 3- 

carbQ^ylic a»iti 

Reffir^nCff F.KflinplP ft? 
6- [ (2-Methyl-3-netrahyarothieny lacetyl ) amino^ pyridine-?- 
25 carbovylic acid 

Reference Example 83 
f- f {?, S-Dichlorcbenzoyl) amino) p yr i dino-^-carhcxyl i c acid 

Reference Example 84 
r (3. 5-DichlorcbenzQyl) aminc^pyridine-3-carbQxylic acid 
30 Reference Example 85 

f- r (2-Mothyl-4-chlcrcber.zcyl> amino* pyridine- 3-carboxvl ic 

acid 

pp f grenre Example 86 
6- r (2. ?-Dime tihylben2oyl) amino! pyridir.e-2-carboxvlic acid 
35 Reference Example 87 

6- i (?-Methcxyben~cyl) amino! pyriaine-3-carboxylic acid 
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Reference Sxamplfi fit? 

6- r (2-Trifluoromethoxvbenzoyl> amino! Pvridine-3- 

carboxylic f^ci 

Reference Example 89 
5 g- f f4-Chlorn-?-!P.ethoxvbenzQvnaminnlDvridinP-V 

carboxvlic acid 
Bslgxence. Example 90 

6- H 2- (Triflucronethvl) benzoyl 1 aminolpyridine-^- 

carbPKYlic acrid 

10 Reference Example 91 

6- [ (2. g-Diehlorobenzovl) aminolpyridine-3-carbovy lic acid 

Reference Example 92 
6- f (2. €-Dime^/lbenzovl) aminol pyridip.e-3-car boxylic arid 

Reference Example 93 
15 6-r (2-Me^hvlthioben2Qvl) aminolpvridino-3-ca rboxvI ic arifi 

Reference Example 94 
6- r (4-Fl^oro-2-(trifluoromethvl) benzoyl) aminol pyridine- 

3-carbox ylic acid 
Reference Example 95 
20 6- \ (2. 3-Dichlorobenzoyl) aminol oyridine-3-ca rboxvlic acid 

Reference Example 96 
6- ! M-Eluoro-2-me-hylbenzoyl) aminol pyridine-3-carboyyl < r 

acid 

Reference Example 97 
25 6- f (2. 3. r-Trichlorobenzcvl) amino [pyridine- ? -carboxylic 

acid 

Reference Example 98 
6- f (5-E luorc-2-chlcrobenzoyl) aminol pyridine-3- carboxyl ic 

acj.d 

30 Reference Example 99 

g- f (2-E luoro-5- ftrif luoromethvl) benzoyl) amin ol pyridine- 

2-carbCKYiic ac:d 
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Rfiforence Example 1 00 
6- f (5-Fluor o-2-methvlben2Qvl) amino! Pvridine-3-carbonvl 

chloride 

A mixture of 6.2 g of 6- [ (5-f luoro-2-methyl- 
5 benzoyl) amino )pyridine-3-carboxy lie acid and 23 ml of 
thionyl chloride is refluxed for I hour. An additional 
12 ml of thionyl chloride is added and the mixture 
refluxed for 0.5 hour. The mixture is concentrated to 
dryness under vacuum and 30 ml of toluene added to the 
10 residue. The toluene is removed under vacuum and the 

process (add toluene and remove) is repeated to give 7.7 
g of crude product as a solid. 

As described for Reference Example 100, the 
following 6- (acyl ) amino) pyridine-3-carbonyl chlorides 
15 are prepared. 

Reference Example 101 
6-f f3-Methvl"2-thienvlcarbonvl)aminoiovridine-3-carbonvl 

chloride 

Reference Example 102 
20 £z r [ 2-Mothvl -3-thienvlcarbonvl ) amino! pvridine-3-carbonvl 

chloride 

Reference Example 103 
g- r (3-Methyl -?-furanvlcarbonyl) aminoipyridine-3-carbonvl 

chloria^ 

25 Reference Example 104 

6- r fg-Mor/r:vl>^"furanvlcarbonvl)aTr.ir.olpvridine-3-carbonvl 

chloride 
Reference Example 105 
6- [ (3-F luoro-2-methvlbenzcyl) amino! Pvridine-3-carbonvl 
30 chloride 

Reference Example 106 
g- r ( 2-Methylber.zoyl ) amine 1 pyridi n°- 3-carbony 1 chloride 

Reference Example 107 
£nl (2-Chloro hftnzovl) amino 1 pyridine- 3-carbonvl chloride, 
35 white crystals 
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Reference Example 1Q8 

g-f (2-Flnorobenzovn amines pyridine-3-carbonvl chloride 

Reference Example 1Q9 
6- f (2-Chlcrp-4-fluoroben2Qvl) aminolPvridine-3-carbnnyl 

5 chloride 

Reference Example HQ 

6-f (2, 4-Dichloroben2Qvl) amino! Pvridine-3-carbonyl 

chloride 
Reference Example 111 

10 6- [ (4-Chloro-2-fluorobenzoyll amino! pyridine- 3-carbonyl 

chloride 

Reference Example 112 

S= r (3. 4 , 5-TrimethPXYbenscvl) aminolQYridine-3-carbQnyI 

chloride 

15 Reference Example 113 

6- r (2, 4-Difluorobenzovl) aminolPvridine-3-carbony: 

chloride 
Reference Example 114 

6-f (2-gromsbenzovl) aminol pvridine-?-carbonvl chloride 
20 Reference Example 115 

6- ! (2-Chloro-4-nitrobenzoyl) amino! Pvridine-3-carbony] 

chloride 

Reference Example 116 

6- [ (Terrahvdrofur anyl-2-carbonyl) aminoi pyridine-3- 
25 carbonyl chloride 

Reference Example 112 

g- r (TerrahydrothienyI-2-oarbonyl) amino^ pyridine-:*- 

carbonyl chloride 

Reference Example 118 

30 £z [ (Cyclohexylcarbonyl) aminol pyridine- 3-carbonyl 

chloride 

Reference Example 119 
r rryr^ohey-^-enecarbonyl) amino! Pvridine-3-carhonyl 

chloride 
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Reference Example 120 
6- f <2-Methylben?ene acetyl) amino! Pvridine-3-carbonvl 

chloride 

Reference Example 121 

5 SzJ (2-Chl nrnhenzeneaeetvl) amino tpvridine-3-carbonvl 

chloride 
Reference Example 122 

Zz r (Cvclopent.vlcar bonyl) amino I pyridine-3-carbonvl 

chloride 

10 Reference Example 123 

S- r (Cyclohexv lacetvl) aminol pyridine- ?-carbcnvl chloride 

Reference Example 124 
g- r ( ?-Methyl-2-thieny lacety 1 ) amino 1 oyr idine-3-carbony 1 

chloride 

15 Reference Example 125 

6- f (2-Methvl -3--thienylacetyn aminol pyridine- 3-carbonvl 

chloride 
Reference Example 126 

6- r n-Methv^-furanylacetyl) aminol ovridine-3-carbonvl 
20 chloride 

Reference Example 127 
f- [ ( 2 -Methvl z2z f ^rar.vl acetyl ) amino! pyridine- ?-carbonyl 

chloride 

Rof^rence Example 126 
25 6-f f2-MQrb V >F-fiu orobenzoneacfitvl)arninolcvridine-3- 

carbonyl chloride 
Reference Example 12 9 
g- r ( 3 -Methyl -2-tet rahycrothienvlacet yl ) amino! pyridine- 3- 

carbonyl chloride 
30 Reference Example 130 

r (2-Methvl -3-tetra hydrothienylacetyl ) aminol Pvridine-3- 
carbonyl chloride 
Reference Example 131 
6- r (2 , *-Dichl?robenzoyl) aminol pyridine~3-carbonyl 
35 chloride 
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Reference Example 132 
6-f (3. S-Dichloroben20vn*Tnino} D yridine-3-carbnnv1 

chloride 
Reference Fvamnlo 1 H 

5 6- r f.?-Mwt.hvl-4-chlornbPnyr>vnan!inn1pyr idine-3-rarhnnv1 

chloride 
Reference Example 134 
6- ' 12. 3-Dimethvlbenznvl ) annnnTpvridi ne-3-carhnnyl 

chloride 

10 Reference Example 

g-f (2-Methoxvbenzoyl > aminoi p yridine-3-carbonyl chloride 

Reference Example 136 
6- r (2-Trifluorometho>v,mo "govl ) sminolpyridine-^-carbonyl 

chloride 

15 Reference Example U2 

chloride 
Reference Rvam ple 138 
e~ f [ 2 - (Trif l UOrOff«hvH benzoyl larri nMpvridin»-3 -carhony1 
20 chloride 

Reference ^armlo no 
6- r (2. E-DicMorr-benzovl 1 amirs ! pyridi ne-3-carbonyl 

chloride. 

25 g- f (2. g-PHnet^vlbensovDamincI pyridine- 3-rarbnny- 

chloride 
Reference Fyamnl" 1 4 i 
6-r f2-Mef.hy1f hichenzovl) arnir oi Pvr jrtino-3-carbony1 

chloride 

30 Reference Evans 2 e 14? 

5- ' ( 4 -r 1 uorr- ? - ( - ri f Iuorcme» h v ■ ) her.zoy 1 ) gj j M 1 DV H d - ne- 

3-carhnnvi chloride 
Reference Evannio 1-13 
S-f (2.3-PichIorobftn70vl)aTr.ino)pyridine-^-carhonyl 
35 chlnrlrio 
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Rpfprencp Examo lp 144 
a- r M-^]uoro-2-methvlben2n v] ) amino 1 pyridine- 3-carbonvl 

chloride 
^fprpnee Example 145 
5 fi- f (2. 3, ^-Trichlnrobenzo yl) amino! Pvridine-3-carbonvl 

chloride 
Rp^erence Example 146 
r {^~ttt i unrn-2-chl ^robenznvl ) ami nol pvridi ne-3-carbonvl 

chloride 

10 Reference Example 147 

t r r fr.ri f luorome rhyl) benzoyl) aminol pyridine- 

3-carbcnv l chloride 
As described for Reference Example 53, the 
following bis acyiated produces (Table A) are prepared 
15 and purified by silica gel chromatography. These 

compounds are then hydrolysed to the acids (Table B) as 
described in Reference Example 53. 

Table A 



O 
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5 



10 



15 



Ref . 
Ex No. 


Rl 


*2 


*3 


R 4 


X 


M+ 


148 


CH3 


H 


H 


H 


H 


388 


149 


CH3 


H 


H 


F 


H 


424 


150 


CH3 


F 


H 


H 


H 


426 


151 


H 


OCH3 


0CH3 


0CH3 


H 


540 


152 


CI 


H 


H 


H 


H 


430 


153 \ 


r 


u 


p 


H 


H 


396 


154 


Br 


K 


H 


H 


H 


520 


155 


CI 


H 


r 


H 


H 


412 


156 


Ph 


K 


H 


H 


H 


512 


157 


CI 


u 


K 


Br 


H 


474 


158 


CH3 


u 


K 


F 


Br 




159 


CH3 


u 


u 


H 


Br 


4 68 



M + is molecular ion found from FAB mass spectrum 



20 o 
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10 



15 



Ref . 
Ex No . 


Rl 


R2 


*3 


R 4 


X 


M + 


160 


CH3 


H 


H 


H 


H 


256 


161 


CH3 


K ! 


w 


F 


u 


274 


162 


CH3 


p 


H 


H 


K 


274 


163 


H 


OCH3 


OCH3 


OCH3 


H 


332 


164 


CI 


H 


H 


H 


H 


276 


165 


F 


H 


p 


H 


H 


278 


166 


Br 




K 


H 


H 


322 


167 


CI 




r* 


H 


H 


294 


168 


Ph 


K 


H 


K 


H 


318 


169 


CI 


u 


u 


Br 


« 


356 


170 


CH3 


V 


H 


F' 


CI 




171 


CH3 


u 


i H 


H 


Br 


336 



M+ is molecular ion found from FAB mass spectrum. 



Roforenre Example 172 
20 fi-Amino-fi-bromopyridine-?-carbQXVlic acid 

To a stirred solution of 6-aminonicotinic acid 
(13.8 g, 0.1 mole) in glacial acetic acid (100 ml) , 
bromine (16 g, 5 ml, 0.1 mole) in acetic acid (20 ml) is 
added slowly. The reaction mixture is stirred for 8 
25 hours at room temperature and the acetic acid is removed 
under reduced pressure. The yellow solid residue is 
dissolved in water and carefully neutralized with 30% 
NH4OH. The separated solid is filtered and washed with 

water to give 18 g of solid; mass spectrum: 218 (M+) . 
30 RofargHC g rvample 173 

Mar hy 1 6-amir.Q-?-hrnTnr)pyr j rii 2£z ^-rrarboxylate 

6-Aminc-5-bromopyridine-3-carboxylic acid (10 
c, 50 mmcl) is dissolved in saturated methanolic HC1 
(100 ml) and refluxed for 24 hours. The solvent, 
35 methanol, is re-moved under reduced pressure and the 
residue is dis-solved in ice cole water. The aqueous 
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solution is neutralized with 0.1 N NaOH and the solid 
which separates is filtered; washed well with water and 
air dried to yield 10 g of product as a solid: mass 
spectrum 231 <M + ) . 
5 Reference Example 174 

6-r (2-Methvlbenzeneacetvl) aminQlPvridine-3-rarhnvvl ir 

To a cooled (0°C) mixture of 5.0 g methyl 6- 
aminopyridine-3-carboxylate, 12.6 ml of N,N-diisopropyl- 

10 ethylamine in 40 ml of dichloromethane is added a 

solution of 12.2 g of 2-methylbenzeneacetyl chloride in 
10 ml of dichloromethane. The mixture is stirred under 
argon at room temperature overnight. The mixture is 
diluted with 200 ml of dichloromethane and 50 ml of 

15 water and the organic layer separated. The organic 

layer is washed with 50 ml each of 1 M NaHC03, brine and 
dried (Na2S04) . The solution is filtered through a thin 
pad of hydrous magnesium silicate and the filtrate con- 
centrated to dryness. The residue (9.0 g) is chromato- 

20 graphed on a silica gel column with hexane-ethyl acetate 
(3:1) as eluent to give 8.6 g of solid. This solid, 
mainly methyl 6- [ [bis (2-methylbenzeneacetyl) ] - 
amino]pyridine-3-carboxylate, is dissolved in 60 ml of 
tetrahydrofuran-methanol (1:1) and 23 ml of 5 N NaOH 

25 added to the solution. The mixture is stirred at room 
temperature overnight and the mixture concentrated under 
vacuum. Water (25 ml) is added and the mixture is 
stirred and acidified with cold 1 N HC1. The mixture is 
chilled and the solid filtered and washed with water to 

30 give 5.9 g of off-white solid. 

Reference Example 175 
6- [ (2-Methvlbenzeneacetvl) amino! ovridine-3-earbonyl 

chloride 

A mixture of 4.5 g of 6- [ (2-methylbenzene- 
35 acetyl) amino] pyridine-3-carboxylic acid and 25 ml of 
thionyl chloride is refluxed for 1 hour and then con- 
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centrated to dryness under vacuum. To the residue is 
added 20 ml of toiuene and the solvent removed under 
vacuum. The addition and removal of toluene is repeated 
and the residual solid dried at room temperature under 
5 vacuum to give 5.3 g of dark brown solid, 

Rftfftrence Example 126 

Lli 1 '-Siphenvll^-Biphenvlcarbonvl chloride 
^ A mixture of 5.6 g of [ 1 , 1 1 -biphenyl] -2- 
carboxylic acid and 29 ml of thionyl chloride is heated 
10 on a steam bath for 0.5 hour and the volatiles removed 
under vacuum. Toluene (40 ml) is added (twice) and the 
solvent removed under vacuum to give 6.8 g of a yellow 
oil. 

Preference Example 112 
15 Methyl €- f f bis LLL 1 1 -friphenvl 1-2- 

-j _r:arbonyl) 1 aminol pyridine-3-carboxylate 
To a chilled (0°C) solution of 2.64 g of methyl 6- 
aminopyridine-3-carboxylate and 5.5 ml of 
diisopropylethylamine in 30 ml of dichloromethane under 

20 argon is added 6.8 g of [ 1 , 1 1 -biphenyl ] -2-carbonyl 

chloride in 10 ml of dichloromethane. The mixture is 
stirred at room temperature 2 days and then diluted with 
120 ml of dichloromethane and 50 ml of water. The 
organic layer is separated, washed with 50 ml each of 1 

25 M NaHCC3 and brine and dried (Na2S0^) . The solutior. is 

filtered through a thin pad cf hydrous magnesium 
silicate and the filtrate concentrated under vacuum to 
give a solid. Crystallization from ethyl acetate gives 
6.2 g of white crystals, m.p. 180-188°C. 
30 Referent Fxamolp 178 

£zJLLLL 1 l -b iphPnvn-2-vlcarbonvl>amino , Pvridine-3- 

carbc^yiic eciti 
To a chilled (0°C) mixture of 6.0 g of methyl 
6- [ [bis [ (1, 1 '-biphenyl] -2-ylcarbonyl) ) amino] pyridine-3- 
35 carboxylate in 40 ml of methanol and 30 mi of 

tetrahydrofuran is added slowly 18 ml of 2 N NaOH. The 
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mixture is stirred at room temperature overnight and 
brought to pH 5 with glacial acetic acid. The mixture 
is concentrated, acidified to pH 2-3 with 1 N HC1 and 
extracted with 250 ml of ethyl acetate* The extract is 
5 washed with 50 ml of brine, dried <Na2S04) and the 

solvent removed under vacuum. The residual white solid 
is triturated with 15 ml of ethyl acetate to give 3.35 g 
of white crystals, m.p. 215-217°C. 

RfrfftrfincE Example 1?9 

10 6- f 1 . 1 ! -biohenyl 3 -2-ylcsrbonyl 1 amino 1 pyridine-3-carbony 1 

chloride 

A mixture of 1.9 g of 6- [ ( [1, 1 ' -biphenyl] -2- 
ylcarbonyl) amino)pyridine-3-carboxylic acid and 9 ml of 
thionyl chloride is refiuxed fcr 1 hour and then con- 

15 centrated to dryness under vacuum. Toluene (15 ml) is 
added (twice) to the residue and the solvent removed 
under vacuum to give 2.1 g of a light brown oil. 

RpfprPnro Example 180 
6-f (Cyclphexy lcarbonvl)aminQlPvridine-3"Carboxvlic acid 

20 To a chilled (0°C) solution of 5.0 g of methyl 

6-aminopyridine-3-carboxylate and 12.6 ml of diiso- 
propylethylamine in 50 ml of dichloromethane under argon 
is added a solution of 9.7 ml of cyclohexylcarbonyl 
chloride in 10 ml of dichloromethane. The mixture is 

25 stirred at room temperature overnight and diluted with 
200 ml of dichloromethane and 60 ml of water. The 
organic layer is separated, washed with 60 ml of brine 
and dried (Na2S04) . The solution is filtered through a 

thin pad of hydrous magnesium silicate and the filtrate 
30 concentrated under vacuum to give 12.8 g of a solid. 

The above solid (12.0 g) in a mixture of 150 
ml of tetrahydrofuran-methanol (1:1) is chilled (0°C) 
and 62 ml of 2 N sodium hydroxide added. The mixture is 
stirred at room temperature for 3 hours, neutralized 
35 with 10 ml of glacial acetic acid and concentrated under 
vacuum. The mixture (containing solid) is acidified to 
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pH 1 with 1 N HCi and extracted with 250 ml of ethyl 
acetate and twice with 100 ml of ethyl acetate. The 
combined extract is washed with 100 ml of brine, dried 
(Na2S04) and concentrated to a white solid. Trituration 

5 with hexane gives 6.5 g of product as a white solid. 

Reference Example 181 

MP-byi ; (4-gthoxv-oxobuf.yl ) aminolbenzoate 

A mixture of 19.2 g of methyl 2-aminobenzoate 
and 9.6 g of ethyl g-bromobutyrate is heated at 80-85°C 

10 for 24 hours, cooled to room temperature and filtered. 
The solid is washed with CH2CI2 and the filtrate washed 
with INHCi, H2O, !NNaHC03 and brine. The solvent is 
removed to give an oil. The oil is distilled and the 
fraction boiling at 45-75°C and 130- I60°C were collected 

15 and discarded. The residue is the product (55.4 g of 
oil) 

Re ference Example 182 

MPt hvl 2- FN- <4-ethoxv-4-oxobut:vl ) -N- (2- 
methylphenvlsulfonyl) amino) ben^oate 
20 A mixture of 2.65 g of methyl 2- ( (4-ethoxy-4- 

oxobutyl) amino]benzoate, 2.0 g of 2-methylphenylsulfonyl 
chloride and pyridine is heated on a steam bath for 16 
hours. The mixture is concentrated under a vacuum 
(remove pyridine) and IN HC1 added. The mixture is 
25 extracted with dichloromethane and the extract washed 
with INHCi, H2O, 1 M NaHC03, brine and dried (Na2S04> . 

The solution is filtered through a thin pad of hydrons 
magnesium silicate and the filtrate evaporated to give 
3.8 g of solid which is crystallized from ethanol to 
30 give crystals, m.p. 100-102°C. 

Reference Example 163 

MPt.hvl and Ethvl I,2-Dihvdro-5-hvdroxv-2-r (4- 
m^f.hyloheny n sul f onvl ] -3H- l-ben2azepine-4-carbQxvlate 
To a mixture of 0.448 g of potassium tern - 
35 butoride in 2 ml of tetrahydrofuran; cooled to 0°C is 

added 0.838 g of methyl 2- [N- <4-ethcxy-4-oxobutyl) -N- (2- 
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methylphenylsulfonyl) amino] benzoate in 12 ml of 
tetrahydrofuran. The mixture is stirred at 0°C for 4 
hours (under argon) , poured into water and neutralized 
with 2N citric acid. The mixture is extracted with 
5 dichloromethane and the extract washed with H2O, brine 
and dried (Mg SO4) . The extract is filtered through a 
thin pad of hydrous magnesium silicate and the filtrate 
concentrated to dryness to give 0.59 g of product (a 
mixture of methyl and ethyl esters) . 

10 Reference Example 184 

1.2. 3. 4-tatrahvdrc-l- [ (2-methvlphenvl) s ulfonvll -5H-1- 

benzazepin-5-one 
A 30 g sample of a mixture of methyl and ethyl 
1 , 2-dihydro-5-hydroxy-l- [ (4-methylphenyl) sulfonyl J -3H-1- 

15 benzazepine-4-carboxylate in a mixture of 171 ml of 
concentrated hydrochloric acid and 171 ml of glacial 
acetic acid is refluxed 24 hours. An additional 170 ml 
of concentrated hydrochloric acid is added and the 
mixture refluxed for 24 hours. The mixture is 

20 concentrated under vacuum to near dryness, diluted with 
water and the solution brought to pH 8 with saturated 
NaHC03. The mixture is extracted with dichloromethane 
and the extracted washed with H20 # brine and dried 
(Na2S04) . The solution is filtered through a thin pad 

25 of hydrous magnesium silicate and the filtrate 
evaporated to give 12.0 g of a brown oil. 

Reference Example 135 

4- r (Dimathylamino) methylene) -1. 2.3. 4-t.er.rahvdro-l - [ (7- 
mp^hylphenyl) sulf onvl 1 -SH-l-benzazepin-fi-nne 

30 A mixture of 1.89 g of 1, 2, 3, 4-tetrahydro-l- 

( (2-methylphenyl) sulfonyl] -5ii-l-benzazepin-5-one and 
2.47 ml of tert -butoxv-bis (dimethvlamino) methane 
(Bredericks reagent) in 10 ml of dichloromethane is 
heated under argon on a steam bath for 16 hours. The 

35 mixture is concentrated to dryness under vacuum and the 
residue dissolved in CH2CI2. The solution is filtered 
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through a thin pad of hydrous magnesium silicate and the 
pad washed with 5% ethyl acetate in CH2CI2. The 
filtrate is concentrated to dryness and the residue 
(1.96 g) crystallized from CH2Cl2-hexane to give 0.85 g 
5 of crystals, m.p. 180-185°C. A second crop of crystals 
(0.85 g) is recovered from the mother liquors and an 
additional 0.30 g is recovered from washing the pad of 
hydrous magnesium silicate with ethyl acetate. 

Rpforence F.xample 186 
10 1 r 4.fi. g-to~rahvrtrr>-*-t (2- 

rr h Y i P hPnvi)<;^fnnvno y^7.oiof4.Vcn fil ber.zazepine 
A mixture of 1.55 g of 4- [ (dimethylamino) - 
methylene] -1 , 2, 3, 4-tetrahydro-l- [ (2-methylphenyl) - 
sulfonyl]-5fl-i-benzazepin-5-one, C.25 ml of hydrazine 
15 and 60 ml of ethanol is refluxed on a steam bath under 
argon for 2 hours. After standing overnight at room 
temperature, the solvent is removed under vacuum. The 
residue is dissolved in CH2CI2 and the solution washed 
with water, brine and dried ( <Na2S04> . The solution is 
20 filtered through a thin pad of hydrous magnesium 

silicate and the filtrate evaporated to give 1.4 g of 
crystals, m.p. 76-79QC. 

On a larger scale reaction with 18.29 g of 4- 
[ (dimethylamino) methylene] -1, 2, 3, 4-tetrahydro-l- [ (2- 
25 methylphenyl) sulfonyl] -5H-l-benzazepin-5-one the product 
in CH2CI2 is filtered through a thin pad of hydrous 
magnesium silicate and the filter pad washed with ethyl 
acetate. The filtrate is concentrated to give 16.5 g of 
product (one spot by thin layer chromatography (silica 
30 gel) with hexane-ethyl acetate (1:2). 

ftAfgrenrg* Pyamo le 187 
i^ f ^g-T e ^ a hvriroDYr^niQ-f4. ^-dl [ 11 benzazepine 
A mixture of 1.0 g of i , 4, 5, 6-tetrahydro-6- 
[ (2-methylphenyl) sulfonyl]pyrazolo [4, 3-fl] [l]benzazepine 
35 in 60 ml of 40% (V/v)H2S04 in glacial acetic acid is 

heated at 60°C for 12 hours or until the tosyl group is 
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removed. The mixture is poured into 100 ml ice and 
water with cooling. Solid NaOH is added portionwise 
(temperature kept below 30°C) with efficient stirring 
and the pH brought to 8. The mixture is extracted with 
5 ethyl acetate and the extract dried (Na2S04) and the 

solvent removed to give a solid. 

ppfprpnrp Example 188 
1 0 , U -nihvdrobenz f b. f 1 f 1 .4 1 oxazeoine 
To a slurry of 7.35 g of lithium aluminum 

10 hydride 100 ml of tetrahydrofuran is added in portions 
10.0 g of dibenz[b, f] [ 1, 4] oxazepin-10 (llH)-one. An } 
additional 100 ml of tetrahydrofuran is added and the 
mixture is refluxed for 6 hours and then stirred at room 
temperature overnight. To the chilled mixture is added 

15 dropwise 7.5 ml of H20, 7.5 ml cf 15% NaOH and three 

7.5 ml portions of H2O. The mixture is filtered and the 
filter cake washed with tetrahydrofuran and 
dichloromethane. The filtrate is concentrated to 
dryness under vacuum to give 10.1 g of solid. The solid 

20 is dissolved in dichloromethane and the solution 
filtered through a thin pad cf hydrous magnesium 
silicate. The filter cake is washed with 
dichloromethane and the filtrate concentrated to dryness 
to give 8.9 g of solid. Crystallization from 

25 dichlcromethane-hexane gives 7.5 g crystals, m.p. 69- 
7lOc. 

Reference Example 189 

p Yr iriof2. 3-b) f 1. 41benzoxazepin-6 (5H)-one 
A mixture of 21.4 g of phenyl salicylate, 
30 25.71 g 3-amino-2-chloropyridine and 20 ml of 1,2,4- 

trichlorcbenzene is refluxed for 1 hour under argon and 
the liberated phenol and HC1 simultaneously distilled 
(from the refluxing mixture) and collected in a solution 
of IN NaOH . The hot mixture is poured into 200 ml of 
35 ethanol and the precipitated solid collected by 

filtration. The solid is washed with ethanol and dried. 
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Recrystallization from methanol - DMF (6:1) gives 6.0 g 
of product, m.p. 268-270°C. 

Reference Example 190 
5. 6-Dihvdropyridor2. 3-bl f 1 , A 1 benzoxazepine 

5 A mixture of 2.8 g of pyrido [2, 3-b] [ 1 , 4 ] 

benzoxa2epin-6 (5£I) -one, 10 ml of tetrahydrofuran and 
3 ml of 10M borane-dimethylsuif ide in tetrahydrofuran is 
stirred at room temperature overnight and then refluxed 
for 3 hours. To the mixture is added dropwise under 

0 argon, 5 mi of methanol. The solvent is removed under 
vacuum and methanol added. The solvent is removed under 
vacuum and 12 ml of 2H NaOH added tc the residue. The 
mixture is refluxed for 2 hours and extracted with ethyl 
acetate. The extract is washed with 2U citric acid, 

5 H2O, brine and dried (Na2S04) . The solution is filtered 
through a thin pad of hydrous magnesium silicate and the 
filtrate concentrated to dryness under vacuum. The 
residue is chromatographed on a column <2" x 18" ) of 
silica gel (32° g) with hexane-ethyl acetate (1:1) as 

0 solvent to give 0.78 g of crystals, m.p. 172-174°C. 

Reference Example 191 
N- (2-Hvdroxvphenvl) -2-chlcrc-?-cvridinecarbo>:amide 

As described in J. Med. Chem . . 21, 519 (1994), 
a solution of 1.09 g cf 2-aminophencl in 15 ml of 

5 tetrahydrofuran is added dropwise to a mixture of 2.1 g 
cf triethylamine and 2.33 g cf 2-chloropyridine-3- 
carbonyl chloride hydrochloride in 10 ml of 
tetrahydrofuran. The mixture is stirred at room 
temperature for one hour under argon and then refluxed 

0 for one hour. The solvent is removed under vacuum and 
the residue triturated with water: The solid is 
filtered off and washed with water to give 1.02 g of 
solid. Recrystallization from 2-propancl gives crystals, 
m.p. 145-i46°C. 
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i Referent Example 1 

PvridQ LZ* 3-bl n . 51 bpn?r>yaygp in-5 (6H1 php 
A mixture of 13.0 g of Ur (2-hydroxyphenyl) -2- 
chloro-3-pyridinecarboxamide and 2.82 g of sodium 
5 methoxide in 100 ml of N, N-dimethylformamide is 

ref luxed under argon for 3 hours . Sodium methoxide 
(0.50 g) is added and the mixture ref luxed 2 hours and 
then stirred at room temperature for 2 days. The 
solvent is removed under high vacuum and the red-brown 
0 residue triturated with cold methanol. The mixture is 
filtered and the solid washed with chilled methanol to 
give 5.0 g of white solid, m.p. 250-253°C. 

Referent £aflfflBlfi 1 Q ^ 
5.£-DihvdroPvridor2. Vbi fi. sih ^ nx^P^np 
To a stirred slurry of 0.886 g of lithium 
aluminum hydride in 20 ml of tetrahydrofuran is added 
1.65 g of pyrido[2, 3-b] [1,5] benzoxazepin-5 (6H) -one in 
portions. The mixture is diluted with 30 ml of 
tetrahydrofuran and ref luxed under argon for 18 hours. 
To the mixture is added 1 ml of water, 1 ml of 15% NaOH 
and three one-ml portions of H2O and the mixture is 

filtered. The solid is extracted with dichloromethane 
and the solution passed through a thin pad of hydrous 
magnesium silicate. The filtrate is concentrated to 
dryness to give crystals, m.p. 125-129°C. 

Reference ExamniP 1^ 
9. 10HPihvdrc-4H-t Menor?. 3-rl mbonzasopi hp 
To a solution of 9.0 g at 4, 5-dihydro-4 , 4- 
dimethyl-2- (2-thienyl) oxazole in 200 ml of 
tetrahydrofuran, cooled to -78°C, is added 20 ml of a 
2.5 molar solution of n-butyl lithium in hexane. The 
mixture is stirred -78°C for 15 minutes and at 0°C for 
30 minutes. To the stirred solution is added 6.0 g cf 
2-methylbe.nzoxazepi.ne-4-one. The mixture is stirred at 
room temperature for 16 hours quenched with ice cold 
water and extracted with chloroform. The extract is 
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20 



concentrated to dryness and 100 ml of 40% H 2 S0 4 is 
added. The mixture is refluxed for 4 hours, cooled to 
room temperature and filtered to give 9, 10-dihydro-4, 10- 
dioxo-4H-thieno [2, 3-fi) 1 1 Ibenzazepine. The solid is 
washed with water to give 2.5 g of crystals. The solid 
is dissolved in 100 ml of dry tetrahydrofuran and 1.0 g 
of lithium aluminum hydride added. The mixture is 
refluxed for 16 hours, chilled and ice cold water is 
added dropwise. The mixture after dilution with water 
is extracted with chiorof crm-methanol (3:1) and the 
extract dried <MgS04) • The solvent is removed and the 
residue chromatographed over silica gel with ethyl 
acetate-hexane (1:1) as solvent to give 1.8 g of solid; 
Mass spectrum (CI) 202 <M + H) . 



ppforonfo F.xamp/e 195 
Mo»- Hyi d- t m ■ 1 LiSi phen yl ) -p-r-arbonvl) amino* -3~ 
fflPf-hnvyhgngoate 
A mixture of 10.0 g of [1, 1 ' -biphenyl] -2- 
carboxylic acid in 75 ml of methylene chloride and 12.52 
g of oxalyl chloride is stirred at room temperature for 
15 hours. The volatiles are evaporated in VACUO to give 
11.06 g of an oil. A 2.16 g portion of the above oil in 
25 ml of methylene chloride is reacted with 1.81 g of 
25 methyl 4-amino-3-methoxybenzoate and 1.30 g of N,N- 
diisopropylethylamine by stirring at room temperature 
for 18 hours. The reaction mixture is washed with 
water, saturated aqueous NaHC03 and the organic layer 
cried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate and hexane added to the 
filtrate at the boil to give 3.20 g of the desired 
product as a crystalline solid, m.p. 115-117°C. 



30 
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10 



15 



Referent Fxampip ^ 
Methyl ^LLU ^irW ] J -^^ml 1 nmi nr 1 V 

A solution of 2.37 g of [1, 1 '-biphenyl] -2- 
carbonyl chloride in 10 ml of methylene chloride is 
added dropwise to an ice cold solution of 1.84 g of 
methyl 4-amino-2-chlorobenzoate and 1.4 9 g of N N- 
diisopropylethylamine in 50 ml of methylene chloride 
The reaction mixture is stirred at room temperature for 
18 hours and washed with water, saturated aqueous NaHC0 3 
and the organic layer dried (Na 2 S0 4 , . The organic layer 
is passed through a pad of hydrous magnesium silicate 
and hexane added at the boil to give 1.1 g of the 
desired product as a crystalline solid, m.p. i 32 -134°C 
M + H=365 U 



20 



25 



30 



35 



Acitj 

A mixture of 3.0 g of methyl 4-[([i,l'- 
biphenyl]-2-carbonyl) amino] -2-chlorobenzoate in 75 ml of 
absolute ethanol and 2.0 ml of 10 N sodium hydroxide is 
heated on a steam bath for 3 hours. Water is added to 
obtain a solution which is extracted with methylene 
chloride. The aqueous phase is acidified with acetic 
add and the resulting solid collected and dried in 
MOlfl at 8 0 o C to give 0.1 g of th. desired product as a 
crystalline solid, m.p. 217-219°C 

Referonro Kvamnlc 1 Oft 

Chloride 

A solution Of 2.69 g of 4- [ <[!, l .- biphenyl] _ 2 _ 
carbonyl]amino}-3-methoxy benzoic acid in 5 ml of 
thionyl chloride is heated on a steam bath for 1 hour 
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under Argon. The volatiles are removed in vacuo to give 
a residue which is stirred with hexane to give 2.58 g of 
crystalline solid, m.p. 121-123°C. M+=361. 

5 Reference Example 199 

MPfhvl 4- r ( LL : '-Biphenvll^-carbonvl) aminoTbenzoat.fr 
A mixture of 10.0 g of [ 1 , 1 ' -biphenyl } -2- 
carboxylic acid in 75 ml of methylene chloride and 12.52 
g of oxalyl chloride is stirred at room temperature for 

10 18 hours. The volatiles are evaporated ia vacuo to give 
11.66 g cf an oil. A 7.5 g portion of the above oil in 
25 ml of methylene chlcride is added dropwise to a 
solution of 4.53 g cf methyl-4-aminobenzoate and 4.3 g 
cf N, N-ciisopropylethyiamine in 100 ml of methylene 

15 chloride at 0°C. The reaction mixture is stirred at 

room temperature for 18 hours and washed with water, and 
saturated aqueous NaHC03 and the organic layer 
dried (Na2S0ij ) . The organic layer is passed through 
hydrous magnesium silicate and hexane added to the 

20 filtrate at the boil to give 8.38 g of the desired 
product as a crystalline solid, m.p. 163-165°C. 

Reference Example 200 

4- r f ' 1 ■ 1 ' -Biphenvl ] -2-carbonvl) aminolbenzcic Acid 
25 A 3.15 g sample of methyl 4- [<[ 1 , 1 * -biphenyl ] - 

2-carbonyl) amino] benzoate is refluxed for 8 hours in 100 
ml of ethyl alcohol and 2.5 ml cf 10N sodium hydroxide. 
The cooled reaction mixture is acidified with [[? acid)) 
and the desired product collected and dried to give 2.9 
30 g of the desired product as a solid m.p. 246-249°C. 
M+H=318. 



Reference Example 201 
izLLLL, V-B iphenvl)-2-carbonvl)amir.olbenzovl Chloride 
35 A mixture of 1.39 g cf 4- ;([ 1, 1 • -biphenyl ] -2- 

carbonyl) amino] benzoic acid in 2 . 0 mi of thionyl 
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chloride is heated on a steam bath for 1 hour. Cold 
hexane is added and the crystalline solid collected and 
dried to give 1.34 g of the desired product , m.p. 118- 
120°C. 

Reference Example 202 

2- (Phenylmethyl ) benzoyl Chloride 
A mixture of 5.0 g of 2- (phenylmethyl) benzoic 
acid in 5.0 ml of thionyl chloride is heated on a steam 
bath for 1 hour. The volatiles are evaporated in vacuo 
to give 5.74 g of the desired product as an oil. M + =227 
as methyl ester. 

Reference Example 203 

Methyl &zl f2- (PherylPieihvDber.zQyna^inolbenzoflte 

To 3.03 g of methyl 4-aminobenzoate and 3.12 g 
of N,N-diisopropylethylamine in 75 ml of methylene 
chloride is added 5.54 g of 2- (phenylmethyl) benzoyl 
chloride and the reactants stirred at room temperature 
for 18 hours. The reaction mixture is washed with 
water, saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate two times and hexane added to 
the filtrate at the boil to give 5.04 g of the desired 
product as a crystalline solid, m.p. 138-139°C. 

Reference SKarcple 204 

Sodium 4- r f2- fPhenvlmethyl ) benzoyl 1 aminolbenzoate 
A mixture of 4 . 90 g of methyl 4-[[2- 
(phenylmethyl) benzoyl] aminolbenzoate in 100 ml of 
absolute ethanoi and 3.50 ml of 10 N sodium hydroxide is 
heated on a steam bath for 3 hours. The aqueous phase 
is filtered and the resulting solid collected and dried 
to give 4.25 g of the desired product m.p. 340-346°C 
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Reference Example 205 
4-f [2z ( Phenylmethyl) benzoyl lamir.nlbenzcic Acid 
A mixture of 4.0 g sodium 4- [[2- 
5 (phenylmethyl ) benzoyl] amino] benzoate is suspended in 
water and the pH adjusted to 5 with acetic acid. The 
solid is collected by filtration and dried at 80°C in 
vacuo to give 3.75 g of the desired product, 246-247°C. 
M+=332. 

10 

Reference Example 2Q6 
4- [ T :7- (Ph enylmethyl) benzo yl^ amino! benzoyl Chloride 
A mixture of 2.0 g cf 4- [ [2- 
(phenylmethyl) benzoyl] amino] benzoic acid in 2.0 ml of 
15 thionyl chloride is heated on a steam bath for 1 hour. 
The volatiles are evaporated in vacuo to give 1.53 g of 
the desired product as an oil. M + =346 as methyl ester. 

Reference Example 207 
20 Methyl flz JLi ( 2-Phenvlmethvl ) benz ovl 1 amino! -2-chloro- 

A mixture of 5.0 g of 2- (phenylmethyl) benzoic 
acid in 5.0 ml of thionyl chloride is heated on a steam 
bath for 1 hour. The volatiles are evaporated in vacuo 

25 to give 5.70 g cf an oil. A 2.85 g portion of the above 
oil in 25 mi of methylene chloride is added to a 
solution of 50 ml of methylene chloride containing 1.85 
g of methyl 4-amino-2-chlorobenzoate and 1.65 g of N,N- 
diisopropylethylamine by stirring at room temperature 

30 for 18 hours. The reaction mixture is washed with 

water, saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through 
hydrous magnesium silicate two times and hexane added to 
the filtrate at the boil to give 2.96 g of the desired 

35 product as a crystalline solid, m.p. 133-135°C. M + =380. 
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Reference Example 208 
Mfithvl 4-f [ (2-Phenvlmethvl) benzoyl! amino! -3- 

methoxybenzQate 

5 A solution of 2.85 g of 2- 

(phenylmethyl) benzoyl chloride in 25 ml of methylene 
chloride is added dropwise to an ice cold solution of 
1.84 g of methyl 4-amino-3-methoxybenzoate and 1.61 g of 
N, N-diisopropylethylamine in 50 ml of methylene 

10 chloride. The reaction mixture is stirred at room 
temperature for 18 hours and washed with water, 
saturated aqueous NaHC03 and the organic layer 
dried (Na2S04 ) . The organic layer is passed through a 
pad of hydrous magnesium silicate and hexane added at 

15 the boil to give 2.2 g of the desired product as a 
crystalline solid, m.p. 129-131°C. M + =376. 

Reference Example 2Q9 

2- Chloro-4- [ [ (2-Phenvlmethvl > benzoyl 1 arninol benzoic Acid 
20 A mixture of 2.8 g of methyl 2-chloro-4- [ [ (2- 

phenylmethyl) benzoyl] aminobenzoate in 75 ml of absolute 
ethanol and 1.84 ml of 10 N sodium hydroxide is heated 
on a steam bath for 3 hours. Water is added to obtain a 
solution which is extracted with methylene chloride. 
25 The aqueous phase is acidified with acetic acid and the 
resulting solid collected and dried in vacuo at 80°C to 
give 2.6 g of the desired product as a crystalline 
solid, m.p. 184-187°C. M+H=366. 

30 Reference Example 21Q 

3- Merhoxv-4-r r (?-phgnvlmethvl ) benzoyl 1 amino 1 benzoic Acid 

A mixture of 2.05 g of methyl 4-[{ (2- 
phenylmethyl) benzoyl] amino] -3-methoxybenzoate in 75 ml 
of absolute ethanol and 1.4 ml of 10 N sodium hydroxide 
35 is heated on a steam bath for 3 hours. Water is added 
to obtain a solution which is extracted with methylene 
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chloride. The aqueous phase is acidified with acetic 
acid and the resulting solid collected and dried in 
vacuo at 80°C to give 1.87 g of the desired product as a 
crystalline solid, m.p. 176-178°C. M + H=362. 

5 

Reference Example 211 

3-Methoxv-4- f [ ( 2-phenylmethyI ) benzoyl 1 aminol benzoyl 

Chloride 

A mixture of 1.71 g of 3-methoxy-4- [ [ (2- 
10 phenylmethyl) benzoyl] amino)benzoic acid in 2.0 ml of 
thionyl chloride is heated on a steam bath under Argon 
for 1 hour and hexane added. The resulting solid is 
collected and dried to give 1.71 g cf the desired 
product as a crystalline solid, m.p. 130-135°C. M + =376 
15 as the methyl ester. 

Reference Example 212 
f 4 ' - (Trif luornmethvl ] -1 1 1 ' -biph envl ; -2-carbonvI Chloride 
A mixture of 5.0 g of 4'- 
20 (trif luoromethyl) [1, 1 '-biphenyi] -2-carboxylic acid in 
5.0 ml of thionyl chloride is heated on a steam bath 
under Argon for 1 hour and hexane added. The resulting 
solid is collected and dried to give 5.36 g of the 
desired product as a colorless oil. M i "=280 as methyl 
25 ester. 

Reference Example 213 

Methyl jzi UALz (trif luoromethyl) n. 1 
biphenvl Icarbonyl) aminol benzoate 
30 A solution of 3.13 g of [4'- 

(trifluoromethyl) [1, 1 ' -biphenyi] -2-carbonyl chloride in 
25 ml cf methylene chloride is added dropwise to an ice 
cold solution of 1.84 g of methyl 4-aminobenzoate and 
1.43 g of N, N-diisopropy lethylamine in 50 ml of 
35 methylene chloride. The reaction mixture is stirred at 
room temperature for 18 hours and washed with water, 
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saturated aqueous NaHC03 and the organic layer 
dried (Na2S04) . The organic layer is passed through a 
pad of hydrous magnesium silicate and hexane added at 
the boil to give 3.36 g of the desired product as a 
5 crystalline solid, m.p. 164-165°C. M + =396. 

s 

Reference Example 214 
3-Methoxv-4- LUJJji (trifluoromethyl) Li . 1 '-biphenyl 3 -7- 

carbonyDaminol benzoyl Chloride 
10 A mixture of 2.0 g of 3-methoxy-4- [ ( [4 1 - 

(trifluoromethyl) [1, 1 '-biphenyl] -2- 

carbonyl) amino]benzoic acid in 20 ml of thionyl chloride 
is heated on a steam bath under Argon for 1 hour and 
hexane added. The resulting solid is collected and dried 
15 to give 1.92 g of the desired product: as a crystalline 
solid, m.p. 136-138°C. 

Reference Example 215 
3-Mot-.hoxy-4- f ( f 4 ' -tri f luoromethyl ) LLJJ -bipheny 1 ] -2- 
20 rarhonyll amino 1 benzoi r Arid 

A mixture of 3.78 g of methyl 3-methoxy-4- 
[ <[4' -trifluoromethyl) [ 1, 1 ' -biphenyl] -2- 
carbonyl) amino) benzoate in 75 ml of absolute ethanol and 
2.20 ml of 10 N sodium hydroxide is heated on a steam 
25 bath for 3 hours. Water is added to obtain a solution 
which is extracted with methylene chloride. The aqueous 
phase is acidified with acetic acid and the resulting 
solid collected and dried ia vacuo at 80°C to give 3.4 9 
g of the desired product as a crystalline solid, m.p. 
30 213-215°C. 

Reference Example 216 
Methyl 3-Mor.hr>xy-4- [ i [ 4 ' -r.ri f luorpr^ef.hy 1 ) fl,! 1 - 
faj phenyl l -2-carbonvl > amino! benzoate 
35 A solution of 3.56 g of [4'- 

(trifluoromethyl) [ 1 , 1 '-biphenyl ] -2-carbonyl chloride in 
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25 ml of methylene chloride is added dropwise to an ice 
cold solution of 1.81 g of methyl 4-amino-3- 
methoxybenzoate and 1.62 g of N, N-diisopropylethylamine 
in 50 ml of methylene chloride. The reaction mixture is 
5 stirred at room temperature for 18 hours and washed with 
water, saturated aqueous NaHC03 and the organic layer 
dried (Na2S04) . The organic layer is passed through a 
pad of hydrous magnesium silicate and hexane added at 
the boil to give 3.9 g of the desired product as a 
10 crystalline solid, m.p. 112-113°C. 

Reference Example 217 
7-Chloro-4- [ LLAlz (tri f lucromethv 3 1 LLJJ -biohenvl 1 -2- 
carbor.vl) amino! benzoyl Chloride 
15 A mixture of 1.39 g of 2-chloro-4- [ ( [4 f - 

(trif luoromethyl ) [1,1' -biphenyl ) -2- 
carbonyl) amino] benzoic acid in 2. C ml of thionyl 
chloride is heated on a steam bath for 1 hour. The 
reaction mixture is concentrated to a residue in vacuo 
20 to a residue. Cold hexane is added to the residue and 
the solid collected and dried to give 1.39 g of the 
desired product. 

Rp^oronce Example 218 
25 P-rh^.nro-d- [ ( [ 4 ' - f f. r i f luoromet hvll ri. 1 ' -biphe.nvll -2- 

rrarbonvDaminolbenzoic acid 
A mixture of 3.83 g of methyl 2-chloro-4- 
[ ( [4 f - (trif luoromethyl) [1, 1 '-biphenyl] -2- 
carbonyl) amino] benzoate in 75 ml of absolute ethanol and 
30 2.20 ml of 10 N sodium hydroxide is heated on a steam 
bath for 3 hours. Water is added to obtain a solution 
which is extracted with methylene chloride. The aqueous 
phase is acidified with acetic acid and the resulting 
solid collected and dried in vacuo at 80°C to give 3.42 
35 g of the desired product as a crystalline solid, m.p. 
187-189°C. 
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Rpfprencft Example 219 
MPt.hyl 2-rhloro-4- r ( f 4 ; - (r.r i f 1 uoromethvl ) fl.1'- 
hiphpnvl 1 -2-carbonyl) am i nolbenzoate 
5 A solution of 3.56 g of [4'- 

(trifluoromethyl) [1, 1 ' -biphenyl] -2-carbonyl chloride in 
10 ml of methylene chloride is added dropwise to an ice 
cold solution of 1-86 g of methyl 2-chloro-4- 
aminobenzoate and 1.6 g of N,N-diisopropylethylamine in 
10 50 ml of methylene chloride. The reaction mixture is 

stirred at room temperature for 18 hours and washed with 
water, saturated aqueous NaHC03 and the organic layer 
dried (Na2S04) . The organic layer is passed through a 
pad of hydrous magnesium silicate (3X) and hexane added 
15 to the filtrate at the boil to give 4.0 g of the desired 
product as ,a crystalline solid, m.p. 130-132°C. 

Reference Example 220 
4-f ( f4 (Trifluoro ynpt-.hvl) fl,!'- 
20 hiphenvll carbonvl ) amino! benzoi c Acid 

A mixture of 3.0 g of methyl 4-[<[4'- 
(trifluoromethyl) [1, 1 1 -biphenyl ] -2- 

carbonyl) amino] benzoate in 75 ml of absolute ethancl and 
2.0 ml of 10 N sodium hydroxide is heated on a steam 

25 bath for 3 hours. Water is added to obtain a solution 
which is extracted with methylene chloride. The aqueous 
phase is acidified with acetic acid and the resulting 
solid collected and dried in vacuo at 80°C to give 2.93 
g of the desired product as a crystalline solid, m.p. 

30 243-245°C. M + =385. 
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Referent Example 221 
Methv! 6-r r3- (2-MethvlPvridinvl ) carbonvll amino T p vridine- 

3-carbflxylflr.f; 

5 To a stirred solution of 3 g of methyl 6- 

aminopyridine-3-carboxylate and 4 ml of N,N- 
diisopropylethylamine in 100 ml of methylene chloride is 
added dropwise a solution of 6.4 g of 2-methylpyridine- 
3-carbonyl chloride in 25 ml of methylene chloride. The 

10 reaction mixture is stirred at room temperature for 2 
hours and quenched with water. The organic layer is 
washed with water, dried (MgS04) , filtered and evaporated 
ia vacuo to a residue which is stirred with ether and 
the resulting solid collected and air dried to give 6.8 

15 g of the desired product. M + =390. 

Reference Eyamplfi 222 
6- ! r 3- (2-methvlPvridinvl)carbonvl1amino1ovridine-3- 

carboxyl ic Acid 
20 To a solution of 6.5 g of methyl 6-[[3-(2- 

methylpyridinyl) carbonyl ] amino] pyridine-3-carboxylate in 
100 ml of 1:1 tetrahydrofuranrmethyl alcohol is added 20 
ml of 5N NaOH. The reaction mixture is stirred 
overnight and evaporated in vacuo to a residue. The 
25 residue is dissolved in water and neutralized with 

acetic acid. The separated solid is filtered and air- 
dried to give 3.0 g of the desired product. M+=257. 

Reference Example 223 
Methyl SzULLL 1 1 -Biphenvll -2-carbony 1 ) amino 1 -oyridine-3- 

30 carbottylats 

To a solution of 1.5 g cf methyl 6- 
aminopyridine-3-carboxylate in 100 ml of methylene 
chloride is added 3 ml of N, N-diisopropylethylamine at 
room temperature. To the stirred reaction mixture is 
35 slowly added a solution of 2.5 g cf [ 1 , 1 1 -biphenyl] -2- 
carbonyl chloride. The reaction nixture is stirred at 
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room temperature for 4 hours and then quenched with 
water. The organic layer is washed well with water and 
dried over anhydrous MgS04, filtered and evaporated in 

vacuo to a solid residue. The residue is stirred with 
5 ether, filtered and dried to give 3.0 g of the desired 
product :M*=332. 

Reference Example 224 
6- r LLL 1 '-Siphenvll -2-rarbcnyl) aminolpyridine-3- 
carbQKylic Acid 
10 To a stirred solution of 2.5 g of methyl 6- 

[ ( [1, 1 1 -Biphenyl] -2-carbonyl) amino] -pyridine-3- 
carboxylate in 50 ml of 1:1 tetrahydrofurantmethanol is 
added 10 ml of 5N sodium hydroxide and the mixture 
stirred at room temperature for 16 hours. The reaction 
15 mixture is concentrated in vacuo to a residue which is 
dissolved in water and neutralized with acetic acid. 
The separated colorless solid is filtered and air dried 
to give 2.0 g of the desired product :M + =318 . 

Reference Example 225 
20 Methyl 2- (2-Fyritiinyl) benzoate 

A mixture of 12 g of methyl 2- 
(iodomethyl) benzoate, 20 g of n-butyl stannane and 2 g 
of tetrakis (triphenylphosphine) palladium (0) are 
refluxed in degassed toluene for 48 hours. The reaction 
25 mixture is concentrated in vacuo to a residue which is 
purified by column chromatography on silica gel by 
elution with 1:1 ethyl acetate rhexane to give 5.5 g of 
the desired product as an oil. M*=213. 

30 Reference Example 226 

2-(2-PyridinYl)bftnzQic Acid 

A mixture of 3.0 g of methyl 2- (2- 
pyridinyl) benzoate and 600 mg of sodium hydroxide in 50 
ml of 9:1 methanol : water is refluxed for 4 hours. The 
35 reaction mixture is concentrated in yacuo and the 

residue dissolved in 50 ml of cold water. The solution 
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is neutralized with glacial acetic acid and the 
resulting product filtered, washed with water, and dried 
to give 2.5 g of the desired product :M+1=200 . 

5 Example 1 

N-r.c- rPibenz fh . f 1 [ 1 , 4 1 oxazepin-1 0 ( 1 1 H) -vlcarbonvl ) -2- 
pyririinyl ] -5- f Iuoro-2-met hy lbenzamide 
To a stirred solution of C. 39 g of 10,11- 
dihydrodibenz [b, f ] [1, 4] -oxazepine, 1.1 ml of triethyl- 
10 amine in 5 ml of dichlcromethane is added 1.17 g of 6- 
( (5-f lucrc-2-methylbenzoyl) amino] -pyridine-3-carbonyl 
chloride. The mixture is stirred under argon at room 
temperature for 16 hours, and diluted with 50 ml of 
dichloromethane and 20 mi of water. The organic layer 
15 is separated, washed with 20 mi each of 1M NaH003, brine 
and dried (Na2S04) . The solution is filtered through a 
thin pad of hydrous magnesium silicate and the filtrate 
is concentrated to dryness under vacuum. The residue is 
chromatographed on silica gel with ethyl acetate-hexane 
20 (1:1) as solvent to give a solid. Crystallization from 
ethyl acetate gives 0.335 g cf off-white crystals, m.p. 
180-186°C. 

Example 2 

N- r [ (9, 10-Dihvdr^-4H-thienof2, 3-cl [ 1 1 ber.zazepin-9- 
25 yJJ carbonyl^2-gvridir.vlT"5-fluorO" 2"methvlbenzamide 
As described for Example 1, 9, 10-dihydro-4-fl- 
thieno [2, 3-c] [l]benzazepine in dichloromethane, in the 
presence of triethyiamine is reacted with 6- ( (5-f luoro- 
2-methylbenzoyl) amino]pyridine-3-carbonyl chloride to 
30 give the product as a non-crystalline yellow solid. 
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Example 3 

N-r5-r (4. lQ-D ihydre-5H-thienof3.2-g1 [ IT benzazeoine- 5- 
y 1 rarhonvl ) -2-pvridinyl 1 -5-f luoro-2-methylbenzamide 

As described for Example 1, a mixture of 4,10- 
5 dihydro-5H-thieno[3, 2-c] [1 ]benzazepine and triethylamine 
in dichloromethane is reacted with 6- [ <5-f luoro-2- 
methylbenzoyl) amine ]pyridine-3-carbonyl chloride to give 
the product as a solid* 

Example 4 

10 Hz r:; - fPvr idQ f ?■ 3-bl 1 . 41benzoxazepin-5 <6H) -vlcarbonvl) -2- 
pyridinvl ] -5- f luorc-2-methylbenzamide 
As described for Example 1, 5,6-dihydro- 
pyrido[2, 3-b] [1, 4 ] benzoxazepine is reacted in 
dichloromethane, in the presence of triethylamine, with 
15 6- [ (5-f luoro-2-methylbenzoyl) amino ]pyridine-3-carbonyl 
chloride to give the product as white crystals, m.p. 
187-189°C. 

Example 5 

N - rfi. (pvridof2 - 3-bl ri, 51 benzoxazepin-fifSH) -vlcarbonvl)- 
20 7-pyridinvl ] -5-f luoro-2-methvlbenzamide 

As described for Example 1, 5, 6-dihydro [2, 3- 
b] [1, 5 jbenzoxazepine reacted with 6- [ (5-f luoro-2- 
methylbenzoyl) amino] dichloromethane in the presence of 
triethylamine to give the product as a non-crystalline 
25 solid. 

Example 6 

K- [ S- [ i$. 1 1-D i hvrirs-SH-dibenz fb. el azepin-5-vl) carbonvl 1 - 
2-pyridinvl ] - 5-f luorc-2-methylbenzamide 
As described for Example 1, 6, ll-dihydro-5H- 
30 dibenz [b,e)azepine is reacted in dichloromethane in the 
presence of triethylamine, with 6- [ (5-f luoro-2- 
methylbenzoyl) amino ] pyridine-3-carbonyl chloride to give 
the product as a solid. 
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Example 3 

Uz Ffi- f 4. 5-Dihydro-2-methylpyrazolo f4 , 3-dl fllbenzazfipin- 
6 (2H> -yl) carbonyl-2-pyridinyl 1 -5-f luoro-2-methyl- 

benzamitie 

5 As described for Example 1, 2, 4 , 5, 6-tetra- 

hydro-2-methylpyrazolo [4, 3-d] [ 1 ] benzazepine is reacted 
in dichlcromethane, in the presence of triethylamine, 
with 6- [ (5-f luoro-2-methylbenzoyl) amino]pyridine-3- 
carbonyl chloride to give the product as a solid. 
io Example B 

■N- f5- f (5, ~-Dihvdr?-5H-dibqnz fb. dl azepin-5-yl ) c arbony IT - 
2-oyridinyl ■ -5- f luorc-2-methylber,zamide 
As describe for Example I, 6, 7-dihydro-5H- 
dibenz [b, d] azecine is reaction in dichlcromethane in the 
15 presence of triethylamine, with 6- i (5-f luoro-2-methyl- 
benzoyi) amino] pyridine-3-carbonyl chloride to give the 
product as a solid. 

Example 9 

N-f5-r (4. 5-Dihvdro-6H-thienof3. 2-dl mbenzazepin-6- 
20 vl) carbonyll -2-oyridinyl Irlzl luoro-2-methylbep.zamide 

As described for Example 1, 4, 5-dihydro-6ii- 
thieno [3, 2-d) [1] benzazepine is reacted in 
dichlcromethane, in the presence cf triethylamine, with 
6- [ (5-f lucro-2-methylbenzoyl) aminc]pyridine-3-carbonyl 
25 chloride to give the product as a solid. 

Example 10 

N-f5-' (5. 10-Dihvdrc-4H-thieno r 2.2-cl f 21 benzazepin-4- 
vl^arbonvI 1 -2-cvridinvl ♦ -3- f lucro-2-methy Ibenzamide 
As described for Example 1, 5, 10-dihydro-4ft- 
30 thienc [3, 2-£] (2] benzazepine in dichloromethane in the 
presence of triethylamine is reacted with 5- [ (5-f luoro- 
2-methylbenzoyl) amino] pyridine-3-carbonyl chloride to 
give the product as a solid. 
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Example 11 

K-f. c f ( 4 . 5-ni hvdropvrazolo f 4 . 3-dl f 11 benzaz gpi n-6 - 
yl ) carbonyl 1 -2-pyridinvl 1 -5-f luorQ-2-met .hylbenzamide 
To a solution of 0-20 mol of 1,4,5,6- 
5 tetrahydropyrazoloM, 3-d] [ l]benzazepine, 0.80 mol of 
triethylamine is added 0.42 mol of 6- [ (5-f luoro-2- 
methylbenzoyl) amino ]pyridine-3-carbonyl chloride in 
15 ml cf dichloromethane. The mixture is stirred under 
argon for 16 hours and diluted with dichloromethane 
10 (25 ml). The mixture is washed with H2O) , !MNaHC03, 
brine and dried (Na2S04) . The solvent is removed and 
the residue in methanol-tetrahydrofurane (1 : 1) stirred 
with INN a OH for 5 hours. The mixture is neutralized 
with acetic acid and the solvent removed. To the 
15 residue is added H2O and the mixture extracted with 

ethyl acetate. The extract is washed with H20, 1NHC1, 
lMNaHCC3 and dried (Na2S04) . The solvent removed under 
vacuum and the residue chromatographed on silica gel 
with ethyl acetate-hexane as solvent to give the product 
20 as a solid. 

Example 12 

N-f r (6. ii-D ^yriro-5H-riibonz f b. el azeoin-5-vl ) carbonvl 1 - 
E-pyridiny l 1 f l ■ 1 1 -biphenvl 1 -?-carboxamide 
To a chilled (0°C) solution of 0.293 g of 

25 6, ll-dihydro-5Ii-dibenz[b,e}azepine and 625 ir.L triethyl- 
amine in 3.5 ml of dichloromethane is added a solution 
of 0.657 g cf 6-[ ( [1, 1 '-biphenyi] -2-ylcarbonyl> amino] -3- 
pyridinecarbonyl chloride in 1.5 ml of dichloromethane. 
The mixture is stirred under argon at room temperature 

30 for 16 hours and diluted with 40 mi of dichloromethane 
and 20 ml of water. The organic layer is separated and 
washed with 20 mi each of 1M NaHC03, brine and dried 
(Na2S04). The solution is filtered through a thin pad 
of hydrous magnesium silicate and the filtrate con- 

35 centrated to dryness under vacuum. The residual solid 
is chromatographed on silica gel with ethyl acetate- 
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hexane(lrl) as solvent to give the product as a glass. 
Crystallization from ethyl acetate gives 0.395 g of 
white crystals, nrwp. 134-142°C. 

Example 13 

5 N- f 5- r (4 . 5-Dihvdro-2-methvlovrazolo F 4 . 3-dU 11 b^nz^pni r*- 
6 ( 2H) -yl ) carbany I ] -2-PvridinvI 1 f 1 . 1 1 -biphenvl ] -2- 

carbosamide 
As described for Example 12,2,4,5,6- 
tetrahydro-2-methylpyrazolo [4, 3-d] [ 1 ) benzazepine is 
10 reacted with 6- [ ( [1, 1 'biphenyl] -2-ylcarbonyl) amino] -3- 
pyridinecarbonyl chloride to give the product as a 
solid. 

' ■ - - (gr^-^i^/>^r^-r;i-^igensfp < dlasep^-^-yl) carbcnyl ^ 
15 2-pyridinvl LLLJJ -bioheriyl ■ -2-carbQsamitilft 

As described for Example 12, 6, 7-dihydro-5H- 
dibenz [c, d] azepine is reacted with 6- [ ( [ 1 , 1 ' -biphenyl ] - 
2-ylcarbonyl) amino] -3-pyridinecarbonyl chloride to give 
the product as a solid. 
20 Example us 

N-f5-f f4.5-Dihvdro-6H-thienor3. 2-dl [ 1 1 benzazeoin-6- 
yl) carbcnyl^-2-ovridinvll f 1. 1 ' -biphenyl 1 -2-carboxamide 
As described for Example 12, 4, 5-dihydro-6H- 
thieno i 3, 2-dH 1 ] benzazepine is reacted with 6-[([l,l'- 
25 biphenyl] -2-ylcarbonyl) amino) -3-pyridinecarbonyl 
chloride to give the product as a solid. 

Example 16 

N- rs-i (5. 10-Dihvdro-4H-thienQf 3. 2-cl [ 2 1 benzazeoin-4- 
vl) carbonvl 1 -2-Pvridinvl1 [j . 1 '-biphenvl ] -2-carboxamide 
30 As described for Example 12, 5, 10-dihydro-4H- 

thienc [3, 2-c] [2 ] benzazepine is reacted with 6-nil,! 1 - 
biphenyl] -2-yicarbcnyl) amino) -3-pyricinecarbonyl 
chloride to give the product as a solid. 
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Example 12 

N-fg-r (Q. lQH ^hyriro-4H-rMpnnf2.3-r1 ri 1 benzazepin-9- 
vl irarbonvl • -2-Pvridinyll r l , 1 ' -biphenvll -2-earboxamide 
As described for Example 12, 9, 10-dihydro-4H- 
5 thieno[2, 3-£] [l]benzazepine is reacted with 6-[([l,l l - 
biphenyl]-2-ylcarbonyl> amino] -3-pyridinecarbonyl 
chloride to give the product as a solid. 

Example 16 

K- T 5- ! (A. 10-Dihydrc-5H-thien nr3. Ml benzazepin-5- 
10 yl l earfaoriv l i -2-pvridinvl 1 [ 1 , l ' biphenvl ] -2-carboxamide 
As described for Example 12, 4, 10-dihydro-5H- 
thieno[3,2-£) [l]benzazepine is reacted with 6-Mtlfl 1 - 
biphenyl) -2-y lcarbonyl) amino] -3-pyridinecarbonyl 
chloride to give the product as a solid. 
15 Example 19 

N-F5-F LAa 5-Pihvdrooyrazolof 4. 3-di f 1 1 b enzazepin-6 <1H) - 
vl i rarbonvr -2- pvridinvl LLLJJ -biphenvl 3 -2-carboxamide 
As described for Example 11, 1,4,5,6- 
tetrahydropyrazolo[4 r 3-d) [ 1 ] benzazepine is reacted with 
20 6- [ ( [1, 1 ' -biphenyl] -2-ylcarbonyl) amino-3-pyridine- 
carbonyl chloride to give the product as a solid. 

Example 20 

n- [ 5- r jSu ii-Dihvdrr-5H-pvridor2 . 3-bl \ 1 , 5 1 benzodiazepin- 
f-yl) r^rbonyl » -2-cvridinvl * -2-methvl furan p-3-carboxamide 

25 To a cooled (0°C) solution of C.296 g of 6,11- 

dihydrc-5H-pyrido[2, 3-b] [1, 5]benzodiazepine and 624 mL 
cf triethylamine in 3 ml of dichloromethane is added a 
solution of 6- [ (2-methyI-3-furanyicarbonyl) amino] -3- 
pyridinecarbonyl chloride in 4 ml of dichloromethane. 

30 The mixture is stirred at room temperature for 16 hours 
and the solvent removed under vacuum. To the residue is 
added 1M NaHC03 and the mixture extracted with ethyl 
acetate. The extract is washed with H2O, 1M NaHC03 
brine and dried <Na2S04) . The solvent is removed under 

35 vacuum and the residue chromatographed on silica gel 
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with ethyl acetate-hexane as solvent to give the product 
as a solid. 

Example 7\ 

N- f 5- r 5 ( 6H) -ohenanthridinvl ) carbony 2 } - 2-pvridinvl 1 
5 methyl furane-?-carboxamido 

As described for Example 20, 5, 6-dihydro- 
phenanthridine is reacted with 6- [ (2-methyl-3-furanyl- 
carbonyl) amino] -3-pyridinecarbonyl chloride to give the 
product as a solid. 
10 Sxamcle 22 

N-f5- r (5, ll-Dihydro-10H-diber.zfh.gi H^idi azepin^Q- 
vl ) carbor.vl 1 -2-pyridinvl 1 -2-mer.hvl f-rane -3-carboxamide 
As described for Example 20, 5, ll-dihydro-10ii- 
dibenz [b,e] [1, 4]diazepine is reacted with 6- [ (2-methyi- 
15 3-furanylcarbonyi) amino] -3-pyridinecarbonyl chloride to 
give the product as a solid. 

Example 23 

N-[5-f (5, ll-Dihvdro-lQH-diben?rb. el [ 1 , 4 1 diazepin-1 0- 
yJJ carbonvl 1 -2-ovridinv 1 1 [ 1 , 1 1 -biohenyl 1 -2-carboxami dp 
20 As described for example 12, 5, 11-dihydro-lOfi- 

dibenz [b,e] [1, 4]diazepine is reacted with 6-[([l,l'- 
biphenyi] - 2-yi carbony 1) amino] -3-pyriciinecarbonyl 
chloride to give the product as a solid. 

25 5- Liz (4-gur.ylovy)benzovl-6. ll-dihvdro-SH- 

aibenz fb, el azepine 
To a solution of 6, 11 -dihydro-5H-dihydro-5H- 
dibenz [b, e] azepine (0.12 g, 0.6 mmol) in methylene 
chloride (2 ml) is added triethylamine (0.12 g, 1.2 

30 mmol) , followed by 4-butoxybenzoy 1 chloride ( (0.15 g, 
0.72 mmol) . The resulting mixture is stirred at room 
temperature for 2 hours, and then treated with 4 ml of 
IN NaOK . The mixture is extracted with ethyl acetate 
(10 ml) , and the extract is washed with IN sodium 

35 hydroxide and brine (5 ml) , dried over anhydrous sodium 
sulfate, and filtered through hydrous magnesium 
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silicate. The fitrate is evaporated, and the crude 
material is triturated with isoctane to give 0.24 g of 
white solid; Mass spectrum (CI), 372 (MH + ) 

Example 25 

5 1 0- 1 n , I 'Bi Dhenvli-u-ylcarbonvl) -5. ll-dihvdro-10H- 

d:bensa-fb,el ri,41diazepine 

To a cooled (0°C) solution of 0.5 g of 5,11- 
dihydro-lOJl-dibenzo [b,e] [1, 4 Jdiazepine in 50 ml of 
CH2CI2 and 12 ml of disopropylethylamine is added 

10 dropwise a solution of 0.67 g of [ 1, 1 1 -biphenyl ) -4- 

carbonyl chloride in 50 ml of CH2C12- The mixture is 
stirred at room temperature for 16 hours. An additional 
0.3 g cf [1, 1] -biphenyl] -4-carbonyi chloride in 30 ml of 
CH2CI2 is added and the mixture stirred at room 

15 temperature 16 hours. The volatiles are removed under 
vacuum and the residue dissolved in 150 ml of CHCI3. 
The solution is washed with 50 ml of H2O, dried (Na2S04) 
and the solvent removed. The residue is chromatographed 
on silica gel with ethyl acetate-hexane (1:5) and ethyl" 

20 acetate-hexane (1:3) as solvent to give 0.86 g of solid, 
m.p. 152°-154°C; Mass spectrum (CI), 377 (MH + ) . 

Example 25 

m-m.l '-BiDhenvll-4-vlcarbonvl)-10. Liz 
riihydrodibenz fb. f 1 [ 1 ,4 1 oxazeoine 

25 To a cooled (0°C) solution of 1.0 g of 10,11- 

dihydrodibenz [b, f ] [1, 4]oxazepine and 7 ml of 
triethylamine in 30 ml of CH2CI2 under argon is added 
dropwise 2.0 g cf [ 1 , 1 ' -biphenyl ] -4-carbonyl chloride. 
The mixture is stirred at room temperature for 16 hours 

30 and diluted with 50 ml of CHCI3. The mixture is washed 
with 30 mi each of H2O, 2NHC1, H2O, saturated NaHC03, 
H20, and cried (Na2SOig) . Solvent is removed under 
vacuum to give 1.6 g cf a yellow solid, m.p. 93°-95°C; 
Mass spectrum (CI ) , 378 (MH + ). 
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Example 22 

9- LLL I , -BiDhenvn-4"Vlcarbonvl>-9. 1 0-dihvdro-4H- 
thienof2, 3-d [ 1 1 benzazepine 
As described for Example 2 6, 9, 10-dihydro-4H- 
5 thieno[2, 3-c] [l]benzazepine is reacted with [l,! 1 - 

biphenyl] -4-carbonyl chloride to give the product as a 
yellow solid; Mass spectrum (CI) 381 (MT) . 

Example 28 

5- ( f 1 . 1 ' -aiPhenv! 1 -4-vlcarbonvl ) -6, 7-dihvdro-5H- 
10 dibenz fb, dl azeoine 

As described for Example 26, 6, 7-dihydro-5H- 
dibenz [b,d]azepine is reacted with [ 1, 1 * -biphenyl] -4- 
carbonyl chloride to give the product as a solid. 

Supple 2? 

15 6-f LL l '-Biphenvl* -4-vlcarbonvl) 5. 11-d ihvdro-SH- 

pvridof2. 3-ei [ 11 b enzazepine 
As described for Example 26, 5, lll-dihydro-6H- 
pyrido[2, 3-e] [ 1 ] benzazepine is reacted with [l f l f - 
biphenyl] -4-carbonyl chloride to give the product as a 
20 solid. 

Example 30 

5- ( f 1 . I ! -gjphenvl } -4-vlcarbonvl 1-5, €-di hvdropyrido [ 2 , 3- 
b1 r:, 41benzothiazepine 
As described for Example 26, 5,6- 
25 dihydropyrido [2, 3-b] [1, 4 ]benzothiazepine is reacted with 
[1, 1' -biphenyl ) -4-carbonyl chloride to give the product 
as a solid. 

Exaipplff 3: 

30 riihvdrMb.fi r 1 , 4 *thi azecine 

As described for Example 26, 10,11- 
dihydrc [b, f ] [ 1, 4 } -thiazepine is reacted with [1,1'- 
biphenyl ] -4-carbonyi chloride to give the product as a 
solid. 
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Example 32 

lP-(4-genzpylbenzQyl)-lQ, 11- 
dihydrgdibenz Ua^£ILLJJ oxazepine 
As described for Example 26, 10,11- 
5 dihydrodibenz [b, f 3 [ 1 r 4]oxazepine is reacted with 4- 

(benzoyl) benzoyl chloride to give the product as an off- 
white, m.p. 103° - 106°C; Mass spectrum (CI), 406 (MH + ) . 

Example 33 

10 te»rahydr<?dibenz ffr. t lazccine 

As described for Example 26, 5,6,11,12- 
tetrahydrodibenz [b, f ] azocine is reacted with 4- 
(benzoyl) benzoyl chloride to give the product as a 
solid, m.p. 89°-92°C, Mass spectrum (CI), 418 (MFP) 
15 Example 34 

lQ-f^-(g g p ? ^YlbgnzgYl)-lQi ffe, f 1 f 1. Hlthiazepine 

As described for Example 26, 10,11- 
dihydro [b, f ] [ 1, 4] thiazepine is reacted with 4- (benzoyl 
chloride to give the product as a solid, 
20 Example 35 

5- f 4- (Benzoylbenzoyl )-5. 6-dihydropyrido 12 . 3- 

b 1 r 1.4 ? benzodiazepine 

As described for Example 26, 5,6- 
dihydropyrido [2, 3-b] [1, 4]benzothiazepine is reacted with 
25 4- (benzoyl) benzoyl chloride to give the product as a 
solid. 

Example 36 
6- f (4-3enzoylbenzoyU 1 5. 11-dihydro- 

6H-pyritiof2, 3-el fllfrenzazepine 
30 As described for Example 26, 5, ll-dihydro-6ii- 

pyrido [2, 3-£] [Ijbenzazepine is reacted with 4- 
(benzoyl) benzoyl chloride to give the product as a 
solid. 
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Example 37 

g-r (4-Bgnzovlbenzovl) 1 3-6 . T-dihvdro-SH- 

difesnz fb«d1azepine 
As described for Example 2 6, 6, 7-dihydro-5H- 
5 dibenz (b, d]azepine is reacted with 4- (benzoyl) benzoyl 
chloride to give the product as a solid. 

Example 38 

Q - [ (4-Benzoylbenzcyl) 1-9. 10-dihvdro-4H- 
thieno \2. 3-c 1 [ 1 1 benzazepine 
10 As described for Example 26, 9, 10-dihydro-4ii- 

thieno[2, 3-cHl)benzazepine is reacted with 4- 
(benzoyl) benzoyl chloride to give the product as a 
solid. 

Example 3? 

15 5-- M-Ben zovlbenzovH 1-4 , 1 0-dihvdr?- 5H-thieno f 3 . 2- 

cJ f llfrensazepine 

As described for Example 26, 4, 10dihydro-5H- 
thieno[3,2-c) [IJbenzazepine is reacted with 4- 
(benzoyi) benzoyl chloride to give the product as a 
20 solid. 

Example 4Q 

5- ( '-BiPhenvli-4-vlcarbonlv)-4. 10-dihvdro-5H- 
r.hiene r 2i fljbenzazepine 
As described fo Example 26, 4 , lQ-dihydrc-5H- 
25 thienc [ 3, 2-c] [1 ]benzazepine is reacted with 

[1, 1 1 biphenyl j-4-carbcnyl chloride to give the product 
as a solid. 

Ett?mple H 

a^jLJLLfcJ 1 -BiDhenvl i - 4- vlcarbonvl 1-1.4.5, 6- 
30 retrahydrcpvrazolc f 4 , 3-d UJJ benzazepine 

As described for Example 26, 2 mmol of 
1,4,5, 6-tetrahydropyrazolo [4, 3-d] [ 1 ] benzazepine is 
reacted with 5 mmol of [i, 1 1 -biphenyl ] -4-carbonyl 
chloride. The product is stirred in methanol with 2N 
35 NaOH for 16 hours and the mixture concentrated and 
extracted with ethyl acetate. The extract is washed 
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with 1 M citric acid, NaHC03, H2O, dried (Na2S04) and 
the solvent removed to give the product of the example 
as a solid. 

Example 42 

5 K- r 4- MS , S-Dihydro pyrazolo- f 4 . 3-dl f 1 1 henzazenir-6 tlH) - 
yj 1 cart^ayJ ^^rhlornphpnyl LLL-L! -biohenvl ] -2- 

carbovarnide 
As described for Example 11, 6- (2-chloro-4- 
amincbenzoyl) -1,4,5, 6-tetrahydropyrazolo [4, 3- 
10 d] [l]benzazepine is reacted with [ 1, 1 1 -biphenyl] -4- 
carbonyl chloride to give the product as a solid. 

Example 4 3 

N- f 4- f ( E t 6-l>ihvdrcpyraz3lQ f 4 , 3-di r 1 1 b^nzazepin-r? - 
yj rarbonyl ■ -3-ch.lcrQphenyl 1 -2- (dimQ^hy I amin^ pyri dinf>-3- 

15 carfcc;-;araide 

As described for Example 11, 6- (2-chloro-4- 
aminobenzoyl) -1,4,5, 6-tetrahydropyrazolo [4 , 3- 
d]benzazepine is reacted with 2- (dimethlamino) pyridine- 
3-carbonyl chloride to give the product of the example 

20 as a solid. 

Example 44 

M- T4- f (fi. f-dihvdrcpyrazolo f 4. 3-d 1 [ llbgngazepi r-^flH^- 
yi \ rarhnnvl ] phenyl ] -2- f dimethyl ami no) pyridine-3- 

carbQxamide 

25 As described for Example 11, 6- (4- 

aminobenzoyl) -1, 4,5, 6-tetrahydropyrazolo- [4,3- 
d]benzazepine is reacted with 2- (dimethylaminopyridine- 
3-carbonyl chloride to give the product as a solid. 

Example 4 5 

30 [ c - ■ 5 ■ fL 1 1 1 2 r> -+ c><r rahydrrdiben? fb, f ] azocin-5- 

yJJ ~arbor.yi ] -2-pyridinyl \ zZzl luorc-2-mQt.hylbenza!flide 
To a cooled (0°C) and stirred solution of 
0.246 g of 5, 6, 11, 12-tetrahydrodibenz [b, f]azocine 695 mL 
of triethylamine in 5 ml of dichloromethane is added 
35 0.586 g cf 6- [ <5-f luoro-2-methylbenzoyl) aminopyridine-3- 
carbonyl chloride. The mixture is stirred 16 hours 
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under argon, diluted with 50 ml of dichloromethane and 
20 ml of water, and the organic layer separated. The 
organic layer is washed with 20 ml each of NaHC03, brine 
and dried (Na2SO^) . The solution is passed through a 
5 thin pad of hydrous magnesium silicate and the filtrate 
concentrated to dryness under vacuum. The residue (450 
mg) is chromatcgraphed on silica gel preparative plates 
to give a solid. Crystallization from ethyl acetate 
gives 0.20 g of white crystals, m.p. 198° - 200°C. 

10 Example 4 6 

N- f4- (Dibenz fb. LLLLJJ oxazepir-lQfllH) -yl carbonvl) - 
phenyl ^ fl. 1 ' -biphenyl * -2-c arboxamide 
To a mixture of 0.197 g of 10,11- 
dihydroaibenz [b, f ] [ 1 , 4 loxazepine and 0.402 g of 4- 

15 [ ( [1, 1 ' -biphenyl] -2-carbonyl) amino] benzoyl chloride in 5 
ml of dichloromethane (cooled in ice bath) is added 
dropwise 0.154 g of N, N-diisopropylethylamine in 2 ml of 
dichloromethane. The mixture is stirred at room 
temperature under argon for 2 hours. The mixture is 

20 poured into water and the organic layer separated. The 
organic extract is washed with 2N Na2C03, water, brine 
and dried (Na2S04) . The solution is filtered through a 
thin pad of hydrous magnesium silicate and the filter 
cake washed with dichloromethane. The filtrate is 

25 concentrated to dryness to give 0.65 g of solid. The 
solid is purified by thick layer chromatography on 
silica gel with hexane-ethyl acetate (2:1) as solvent to 
give 0.110 g of a glass, m.p. 107Oc-122°C. Anal. 
Found: C, 80.8; H, 4.9; N,6.0. 

3D Example 4"? 

N- (Dibenz fb. f Ml , 4 1 oxazepin-lO (11H) -vlcarbonvl ) -3- 
chl oraphenvl ] [ 1 . 1 'biohenvl 1 -2-carboxamide 

A mixture of 0.263 g of 10, ll-dihydro-10 (4- 
amino-2-chlorobenzoyl) dibenz [b, f ] [1, 4] oxazepine, 0 . 195 g 

35 of [1, 1 '-biphenyl -2-carbonyl chloride and 0.116 g of 

H,M-cliisopropylethylamine in 1 ml cf dichloromethane is 
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stirred at room temperature for 3 hours. The mixture is 
poured into water and extracted with dichloromethane . 
The extract is washed with 2ft Na2C03, water, brine and 
dried <Na2S04) • The solution is filtered through a thin 
5 pad of hydrous magnesium silicate (pad washed with 
dichloromethane) . The filtrate is concentrated to 
dryness to give a yellow solid. The solid is purified by 
chromatography on thick layer silica gel plates with 
hexane-ethyl acetate (1:1) as solvent to give 0.12 g of 
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a yellow glass, m.p. 145°Ol88°C: Anal. found: C, 73.6; 
H, 4.6; N,5.0; CI, 6.4. 

Example 48 

r S- (Dibenz fb. f } 11. 41 oxaze pin-10 Hlhl Y 1 rarbonvl ) -2- 
5 py^-l dj nvi ; -^-f iuoro-2-met hv Ibenzamide 

As described for Example 46, 10,11- 
dihydrodibenz [b, f ] { 1 , 4 Joxazepine is reacted in 
dichloromethane with 2- [ <2-methyl-5- 

fluorobenzoyl) amino] -5-pyridinylcarbonyl chloride in the 
10 presence of N, N-diisopropylethylamine to give the 
product as crystals, m.p. 180°C-186°C. 

As described for Example 4 6 the following compounds can 
be prepared. 

15 

Example 49 

UzJAz (Diborr fb. f 1 f 1 , 4 ) oyaze pi 2z 1 2 I 1 ISA -vlcarbonvl) - 
phenyl 1-2- (2-pyrif ^n y nbenzamide 
Example 50 

20 HzJLAz f^ibAP? rh. f 1 M , 4 1 oxazepin-lQ 1 1 1H ) -vlcarbonvl) - 

phenyl 1-2- (3-o yridinv 1 ^bon?amirie 
Example 51 

ItJAz lUihai lZ lh* ^ ri.4lnxazepin-1PniH)-v1carhonvl)- 
phony i ]_z2z M-pyrH -ny" Ibenzamide 

25 Example 52 

N .f4-(n^p n? fh. fl U .41oxazppin-10(n H)-ylr.arbonvl1-3- 
r^^r^phpny 1 1 -2- h j eny 1 ) ben z amide 
Example 53 

N- r4-DiN»r>7 fb. f 1 n . 4 i oxazepin- 1 0 £ jjjj -ylcarbonyl) -3- 
30 rh: rrophenyl - 2 - (3-thiery 1 1 benzamide 

As described for Example 4 8 the following compounds can 
be prepared. 
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Example 54 








(Dibonz r Tb. f 1 n . 41 oxazeoin-10 Q1H) -vlcarbonvl) 


-2- 






py>-i di nyl i -2-chloro-5-f luorobenzamide 








Example 55 




Hfc 




fDibenz rb. f 1 fl - 41oxazeoin-10 (11H) -vlcarbonvl) 


-2- 






pyri di nvl 1 -2-methvl-3- f luorobenzamide 








Example 56 




N- 


-15- 


(Dibe^- 7 fb r f 1 T 2 . 4"»oxazepin-10 (11H) -ylcarbonyl) 


-2- 






pyri dinvl 1 -2-methvlbenzamide 








Example 57 




N- 


- r c;_ 


miben* fb. f i n . 41 oxazeoin-1 0 film -vlcarbonvl) 


-2- 






pv-i dinvl 1 -2-chlore-3-ovridinvlcarboxamide 








Example 5S 




N- 


- r =;_ 


f^bnn7 fb. f i fl . 41 cxazepin-10 (11H) -vlcarbonvl) 


-2- 






pyr< d< nvl 1 -2-hvdroxybenzamide 








Example 59 




N" 


- r t;- 


• fpib^nz fb. f 1 Fl . 4 1 oxazepin-1 0 (11H) -ylcarbonyl) 


-2- 






py^i di nvl 1 -2- (dimetihvlamino) benzamide 








Example 60 






-rs- 


• (D-benz fb. fi n . 4 1 oxazeoin-10 (11H) -vlcarbonvl) 


-2- 



pyridinyl) -?- f dimer.hvlamino) -3-pyridinvlcarboxamide 

Example 61 

N- [ 5z ^Hibenz f b. £J [ 1 . 4 1 oxazeoin-1 0 ( 1 1H) -vlcarbonvl ) -2- 
pyridinyl 1 -2-f luorc-5-chlorobenzamide 

25 Example 62 

N- r 5z fDibepy fb.fl r l . 41 oxazepin-1 0 (1 1H) -vlcarbonvl) -2- 
pyr*H*nvl i f 1 , 1— biohenvl 1 — 2— carboxamide 

Example 63 

Hz_L5z mibenz fb. f 1 f 1 . 41 -oxazeoin-1 0 (11H) -vlcarbonvl 1 -2- 
30 pyri dinvl } -2- ( 3-pvr : dinvl ) benzamide 

Example 64 

Hz [ fi- mibenz f b. f 1 f 1 , 4 1 nxazepin-1 0 fllH) -vlcarbonvl ) -2- 
ry r< nvl ; -2 - (2-ovridinvl 1 benzamide 
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Example* 65 

N-T5- (Dibenz fb. fj [ 1 -4 1 oxazepin-10 film -vlcarbonyl2- 
pyridinyll -2- (4-pyridinyl) benzamide 

Example 66 

5 N- r 5- (Pvrido [ 2 , 3-bi [ 1 , 51 benzo>:azepin-6 (5H) -vlcarbonvl ) - 

2-pyridlnyl^ 1 1. 1 'biphenyr -2-cart?pxamide 

A mixture of 0.198 g of 5, 6-dihydropyrido [2, 3- 
fc] [1, 5]benzoxazepine, 0.155 g of 

diisopropylethylamine and 0.404 g of 6- [ { (1, 1 •biphenyl}- 
10 2-carbonyl) amino] pyridine-3-carbonyl chloride in 12 ml 
of dichloromethane is stirred at room temperature for 
3.5 hours. The mixture is poured into water and 
extracted with dichloromethane. The extract is washed 
with 2N Na2C03,H20, brine and dried (Na2S04) . The 

15 solution is passed through a thin pad of hydrous 

magnesium silicate and the filtrate concentrated to 
dryness. The solid is dissolved hexane-ethyl acetate 
(1:2) and the solution filtered through a thin pad of 
hydrous magnesium silicate. The pad is washed with 

20 hexane-ethyl acetate (1:2) and the filtrate concentrated 
to dryness to give a glass, m.p. 107°C-114°C Anal. Found: 
C, 74.4; H, 5.7; N, 8.8 

Example 67 

N- f4- (Pvrido [2 • 3-bl f 1 . 51benzoxazepir.-6 [ 5H> -vlcarbonvl) - 
25 3-chlcrophenvl 1 [ 1 , 1 1 -bipheny 1 ] -2-carboxamide 

A mixture of 0.198 g of 5, 6-dihydropyrido 12, 3- 
b] [1, 5]benzoxazepine, 0.155 g of 

diisopropylethylamine and 0.444 g of 4- [ ( [1, 1-biphenyl] - 
2-carbonyl) amino! -2-chlorobenzoyl chloride in 12 ml of 

30 dichloromethane is stirred at room temperature for 2.5 
hours. The mixture is poured into water and extracted 
with dichloromethane. The extract is washed with 2fi 
Na2C03, H2O, brine and dried (Na2SOij) . The solution is 
passed through a thin pad of hydrous magnesium silicate. 

35 The filter pad is washed with 50 ml of hexane-ethyl 

acetate (1:2) and the filtrate concentrated to dryness. 
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The residue is triturated with ether to give a solid, 
m.p. 205-217OC Anal. Found: C, 72.3; H, 4.2; N, 7.9; 
CI, 6.7. 

5 As described for Example 66, the following compounds can 
be prepared. 

Example 68 





Hz 


-Liz. 


(Pyridc f2. 3-bl Ll,_51benzoxazepir.-6 (5H) -ylcarbonyH - 


10 






3-ovridinvn U. 1 'biDhenvl ' -2-carboxamidP 








Example 69 




N- 




fPvrido \2 . 3-bl f 1 . 51 benzoxazepin-6 (5H1 -ylcarbohy I) - 








2-ovridinv] ^ -^-chlo^obonzamido 








Examolo 7Q 


ID 


XT 

Hz 




[Pvndorz. 3-D! I 1, blbenzoxazeoin-b (5H) -ylcarbonvll - 








2-ovridinvl 1 -2-chloro-5-f luorobenzamiriP 








Example 7i 




N~ 


r c 


(Pyndo [2, 3-b! I 1 , 5 1 benzoxazeoin-6 <5m -ylcarbonyl) - 








2-Dvridinvl 1 -2-hvdroxybenzamide 


20 






Example 72 




N- 




f?yridof2. 3-bl f 1 . 51 benzoxazeoin-6 (5H) -vlcarbonyl ) - 








2-ovridinvl 1 -2. 5-di f iuorcbenzamide 








Example 73 




N- 


rs- 


fPvridof2. f 1 . 5 1 benzoxazeoin-6 t 5H) -vlcarbonv! ) - 


25 






2-pyridirvl 1 -2-methvlbenzamide 








Example 7^ 




N- 


rs- 


(Pyridof2, 3-b 1 ? 1, 5 1 benzcxazepin-6 tSH) -vlcarbonyl) - 








2-ovridinvl 1 -2- Idimethvlaminol benzami de 








Example 75 


30 


N- 




f?yridof2. 3-bl.!Ji^]Knzflxa2£Pir.^6<5K}-vicarlNnYi)- 








2-pyridinvl 1 -2- (methvlamino) benzamide 








Example 76 






f5- 


fPyrido r 2. 3-bl f 1 . 51 benzoxazeoin-6 (5H) -vlcarbonvl) - 



7-oyr-i riinvl 1 -2- (aminomethvl > benzamidg 
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Example 77 

kf- rs- (Pvrido f2 . 3-bl f 1 , Slbenzoxazeoin-* ( 5H) -vlcarbonvl) - 
?-pyridinvl 1 -2-methoxyber:zamide 

Example 7 B 

5 N- f 5- (Pvridor2, 3-b1 [ 1 , 5 1 benzoxazepin-6 ( 5H) -y lcarbonyl ) - 
?-pvririinvl1-2-chloro- 5-fliJorobpnzamide 

Example 7 9 

N-fS- (Pvrido f 2 . 3-bl r l , 51 benzoxazepin-6 ( 5H) -vlcarbonvl ) - 
7-pvridinvll -2-methyl-3-fluorobenzamide 
10 Example 80 

^t. r (Pvrido f 2 , 3-bl f 1 . 5 1 benzoxazepin- 6 ( 5H) -y lcarbonyl) - 
2-pyridinvll -2-f luoro- 6-chlorobenzamide 
Example SI 

Kf^ f S- (Pvridof 2. 3-b^ [ I , Slbenzoxazepir.-g f 5H) -vlcarbonvl) = 
15 2-ovridin vl i-2. 6-dichlorobenzamide 

Example 82 

N- rs- (Pvridof?. 3-bl LL, 5 1 benzo xazepin-6 f 5H> -vlcarbonvl) - 
?-pyridinvl1-2. 5-di methylbenzamide 
Example S3 

20 N- f 5- (Pvrido \2. 3-bl \ 1 , 51 benzoxazepin- 6 (5H) - ylcarbonvl } - 
2-pyridinvl 1 -2-chloro- 3-pvridiny I rrarboxamide 

Example 84 

Nz [ £r f Pvrido r? ■ 3-hl f 1 , 51 ber.zoxazepin-6 ( 5H) -vlcarbonvl ) - 
7-pvridinvl ] -2- (mer _hylamino) -3-Pvridinvlcarboxamide 
25 Example S5 

N- f s- fPyridor?. 3-bi [ 1 . 5 1 benzox azgpin-6 f 5H) -vlcarbonvl) - 
2-ovridinyl ] -2 f dimethy 1 ami no) -?-pvridinylcarboxamide 

Example 86 

N- rs- (Pvrido r?. 3-bi [ i 1 5 1 benzoxazepjn- 6 (5H) -ylcarbonvl } - 
30 ?-pyridinyli-2- (aminometh yl > 4-cvr idinvlcarboxamide 

Example 8 7 

N- [ S- (Pyridof2. 3-bl [ 1 . 51 benzox azepir-6 ( 5H) -vlcarbonvl) - 
7-pyridinvll -?- friimethvlaminoi -4 -pvridir.vlcarboxamide 

35 As described for Example 67, the following compounds can 
be prepared. 
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Example 88 

N- I*- fPyrido \2 , IdaJ 1 1 . 51benzoxazepin-6 (5H) -vlcarbonvl ) - 
?-rh1nro-6-methvlphen vl1 LL, 1 1 -biphenyll -2-carboxamide 

Example 8 9 

5 n-m- fPvridof2. 3-bl [ 1 . 51 benzoxazepin-6 ( 5H> -vlcarbonvl ) - 
3 , ^-dimethviphenvl LLLJL! -biphenvi 1 -2-carbQxamide 

Example 9P 

14- (Pvridof ?. 3-bl n , 51 benzoxazepin-6 (5H) -ylcarbonvl) - 
2-nethvJ phenyl 1 LLJ ! -biphenvi 1 -2-carbQxamide 

N- r 4- (Pvrido f 2 , 3-bl [ 1 , 51 benzoxazepin-6 -vlcarbonvl) - 
orophenvll LL, 2 1 -biphenvi 1 - 2-earboxamide 
Example 92 

*i- r 4 - fPyridor?. 3-bi LL, 51 benzox azecir -6 L51D - vlcarbonvl)- 
15 3-chloro-*-methvlphenvl 1- 2- f 2-thieny jj benzamide 

Example 93 

U^1±Z rPyrirtof2 .3-b1 f 1 , 51hpn7.nxazepi n-6 [ 5H> -vl carbonvl ) - 
Vft-riimethvlt3hen vl1-2- (3-f.hienvl)benzamide 
Example 94 

20 r 4- (Pvrido f 2 , 3-bl f l , 51 benzoxazepin-6 ( SHI zXl carbonvl) - 

3-met.hvlPhenvl 1 -2- f 2-rhien yl ) benzamide 

Example 95 

W -f4-fp Y rirt Q r2. V-hl r 1. 51benzoxazepin-6(5H) -vlcarbonvl) - 
•3-rhloropheny l 1-2- f 2-f .hi envll benzamide 
25 Example 96 

n- f 4- fi>v~idof2. 3-bl LL, 51benzoya 7epin-fW5H) -vlcarbonvl) - 
Whl nmohenvl 1 -2- (3-t - hienvl ) benzamide 

Example 22 

f 4- (Py^i do f 2 . SzbJ □ - 5 ibenzoxazPPin-6 (5H) -vlcarbonvl > - 
30 3-chlorophenvl ] -2- i ?-f nranvl ) benzamide 

Example 98 

U^l±l f p vririof2- 3-bFl. 51b ftngQxa2epin-fif5H>-vlc:arbQnvl)-3- 

rhinrophenvi^2-(2-pvridinv 1 )bpnzamide 
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Example 99 



N- 


M- 


fPyrido \2. 3-bl r 1 . SlbenzoxazeDin-6 (SH> -yl rarbonvl ) - 






rhl CODhenvl 1 -2- ( 3— DvrieHrtvl J hpi-iranii rto 






ExamDl» 100 


N- 


M- 


fPvrido T2 . 3-bl 1 . 51 benzoxazeDir-6 <5H> -vlcarbonyl 1 - 






w walw.CPPrig.iYI I — <- — i q-Pvnainvi i penzamiag 






Example 2 01 


N- 




(Pvrido T2 . 3-bl F 1 . 51 benzoxazeDin-6 (SH> -vlnarbnnyl > - 












Examole 10? 


N- 




{?vridoT2, 3-bl f 1. 51benzoxa2eoin-6 (5H> -ylrarbonyl ) - 












ExamolP 103 


N- 


[4- 


f?yridof2, 3-bl f 1. 51 ber.zoxazecin-e < 5H> -ylrarbonyl > - 






J Yneuu^ ipnenjrl I — £ — i 3-tniertvi ) penzamiae 








N- 


f 4- 


f?vridcf2. 3-bl f 1 , 51 benzoxazemrt-6- <5m -vlcarbcnyn- 






j-metnvlEnfinvllr2- (2-Pvndmvl) b^nzamide 






Example 105 


N- 


f4- 


(Pvridof2. 3-bl f 1 . 5 1 benzoxa2et>i.n-6- fSHI - vlcarhnnyU- 






j-mernypnenvj. j z i j-oyricinyi ) Denzamiae 






Example 106 


N- 


m- 


(Pyridof2, 3-b^ ri. 5 1 benzoxazeoi n-g fSHI -vl rarbonvl > - 






2-met;hy:phenvIl-2- tAzjayi-idinvl ) benzarr.ide 






Example 107 


N- 


M- 


f*vridof2. 3-bl n. 51benzoxazeDin-6f.Sm-vlcarbonvl>- 




/ 


3-methvlohenvI 1 -2- f 2-f uranvl ) benzamid* 






Examole 103 


N- 


M- 


fDvri do r 2 . 3-bl f 1 , 51benzoxazsoin-6 ( 5H> -ylcarbony 1 > - 



30 3, -2- (2-:ftigp.vl)benzan.ide 

As described for Example 67, the following compounds can 
be prepared. 
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Example 109 

M- T4- <Pvridor 2. 3-bl ri.51benzoxazepin-6(5H)-vlcarbonvl)- 
Vfluora- 5-mftt.hvlphenvl 1 f 1 . 1 -bi phenyl 1 -2-carboxamide 

Example HQ 

5 UzJJLz (Pvridof2. 3-b l f 1 , 51 benzoxazepinp-6 1 5H) -vlcarbonvl 1- 
3 , 6-dichlorophenvl LLLJJ -biphenvl 1 -2-carboxamide 

Example 111 

UzlAz fPvrido \2 , 3-bi [ 1 , 51benzoxazepin-6 (5H) -vlcarbonvl) - 
Vflnnrnphenvli f 1 , 1 1 -biphenvl 1 -2-carboxamide 

10 Example 112 

Hz [Az (Pvrido \? , 3-bl [ 1 . 5 1 benzoxazppin-6 ( 5H> -vlrarbonvl ) - 
phenyl 1 f 1 , 1 \ -biphenvl 1 -2-carboxamide 
Example 113 
Uz <PvridQr2. 3-bl f 1 , 5 ] b enzoxazepi rv-6 (5H) - 
15 yl carbonyl > -phenyl 1 -2- (2-thienvl ) benzamide 

Example 114 
UzJAz fPvridof2. 3-bl Lj , 51benzoxazecin-€ (5H) - 
ylcarbonvl) -phenyl 1-2- n -t.hienvl ) benzamide 

Example 115 

20 U^JAz fPvrido T2. 3-bl f 1 . SI benzoxazepi n-6 (5H) - 

ylcarbonyl) -phenyl 1 -2- (2-thienvl ) benzamide 
Example 116 

N- f 4- (Pyridof2, 3-bl f 1 . 51 benzoxazepin- 6 ( 5H1 -vlcarbonvl) - 
vnuorcDhgnvii-2- (2-thi envl ) benzamide 
25 Example 112 

k t — f 4— (Pvrido f2, 3-bl n . 51benzQxazepin-6 <5H) - 
yj rarbonvl) -phenyl ■ -2- (3-thienyl) benzamide 

Example 118 
Uz M- fPyrido f 2. 3-bl f 1 . Slbenzoxazepi n-6 (5H) - 
30 y 1 rarbonvl ) -pheny l 1 -2- ( 2-furanvl ] benzamide 

Example 119 
K t- f 4 - jpvridc r 2. 3-bl fl. 51 benzox azepin-6 f 5H) - 
yj rarbonvl > -phenyl i -2- (2-pvt 1 ri1 nvl ) benzamide 
Example 120 

35 UzlAz (Pvrido f 2, 3-bl fl , 51 be nzoxazepi r-6 L5±U - 

yj r ^honvl > -phenyl 1 -2- f 3-pvri di nvl ) benzamide 
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Example 121 

N- Liz iPyrido\2. 3 -bl f 1 , SI benzQxazepin-6 (5H) - 
yi^arhonyl ) -phenyll-2- (4 -pvridinvl ) benzamide 
Example 122 

5 w-f4 - (PvH^f?. 3-bl 12 , Slbenzoxazepir.-S [ 5H) -vlcarbonvl ) - 
Vf 1 urnrnphenyi ] -2- f 3- furanvl ) benzamide 

E^a^ple 123 

HzlAz (^ridol? - H - 51 hPnznxazepin-6 ( 5H) -vl carbonvl-3- 

methyl -f- f - 1 nnrophenvl } fl , 1 ' -h iohenvl 1 -9-carboxamide 

io Example 124 

N - x A - fpyrido f2 , 3-bl f 1 , 51benzo >:azepir.-6 (5H) -vlcarbonvl > - 
?-mPt.hvlphenvl j -2- ( 2-f uranvl ) benzamide 
Example 125 

M- [4, fpyrid^ T2 . 3-b : " , 5 1 benzoxazepjn-6 (5H) -ylcarbonvl) - 
15 z2z 1 3- furanvl ) benzamide 

Example 125 

N- f4- (Pvridof?. 3-bl [J , 5 1 benzo xazepin-6 ( 5H 1 -vlcarbonvl ) - 
1. f-dim^ thyiphenvn -2- ( 3-Pvridinvl ) benzamide 
Example 127 

20 N- f 4- (Pvri Ho \7 . 3-bl [ 1 - 51ben ?oxazepir-6 ( 5H) -vl rarbonvl) - 
3, ft-d^hloropnenvl 1-2- ( A -pvri dir.yl ) benzamide 
Example 128 
fPvridor2. 3-bl 1 1 , 5 1 ber.zoxazepir.-6 ( 5H) - 
y } r^hnnyl ) -ph enyl ] -2- ( ^furar.vl) benzamide 

25 Example 12? 

N - fj. ( D yr i do f 2 - *3~bl [ : . Mbenzoxazepin-6 -vlcarbonvl ) - 
winrrrnphenyl — 2- (2- thienvl ) benzamide 
Example 130 

N- r-- (Pyridof 2. 3-bl m , 4 1 benzoxazepin- 5 ( 6H) -ylrarbonvl)- 
30 2-pyridri nyl 1 -5- f 1 i;oro-2-^et:hy Ibenzamide 

As described for Example 46, the reaction of 
5, 6-dihydropyrido[2, 3-&] [1, 4]benzo>:azepine (1 mmol) with 
2- [ <2-methyl-5-f luorcbenzoyl) amine] -5-pyridinylcarbonyl 
chloride (1.0 mmol) in dichloroniethane in the presence 
35 of H/tt-diisopropylethylamine (3 mmol) gives the product 

as a glass. 
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Example 131 

w-fi- (Pvridof7. 3-hl fl, 4 1benzoxazepin-5 [ 6H) -vlcarbonvl ) - 
?-pV": Hi nyl LLLJ J -biohenvl 1 -7-rarboxamide 

As described for Example 66., the reaction of 
5 5, 6-dihydropyrido[2, 3-b] [1, 4]benzoxazepine (0.198 g) 
with 6- [ ( [1, 1 f -biphenyl]-2-carbonyl) amino] pyridine-3- 
carbonyl chloride (0.404 g) in dichoromethane in the 
presence of E,N-diisopropylethylamine (0.155 g) gives 
the product as a solid. 
io Example 132 

N- f 4- f Pvrido f 2 . 3-bl [ 1 , 4 TbenzoxazepiR-5 ( 6H) -vlcarbonvl > - 
orophenvll f 1. 1 'biphenvl 1 -7 -rarboxamide 
As described for Example 66, reaction of 0.198 
g of 5, 6-dihydropyrido[2,3-b] [l,4]benzoxazepine with 
15 0.444 g of 4- [ ( [ 1 , 1 1 -biphenyl ] -2-carbonyl ) amino) -2- 
chlorobenzoyl chloride in dichloromethane in the 
presence of t3,M-diisopropylethylamine gives the product 

as a solid. 

Example 133 

20 M-T4- (6. ll-Dihvdropvridof2. r l , 51 benzodiazepin-6 (5H) - 
yl rarbonvl ) -Phenyl 1 f 1 . 1 ' -b iphenvll -9-rarboxamide 
To a mixture of 10.55 g of 6,11- 
dihydropyrido [2, 3-b] 11, 5]benzodiazepin-5 (6H) -one in 40 
ml of tetrahydrofuran is added 15 ml of 10 molar borane- 

25 dimethylsulfide in tetrahydrofuran. The mixture is 

stirred at room temperature 2 hours and then refluxed 
(under argon) for 4 hours. An additional 40 ml of 
tetrahydrofuran is added and the mixture refluxed 
overnight. To the cooled mixture is added 12 ml of 

30 methanol and the solvent removed. To the residue is 

added 30 ml of 2H NaOH and the solution refluxed 2 hours 
under argon. The mixture is extracted with ethyl 
acetate and the extract washed with 2N citric acid. The 
aqueous layer is made basic with 2N NaOH and extracted 

35 with ethyl acetate. The extract is washed with H2O, 
brine and dried (Na2S04) - The solution is filtered 
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through a thin layer of hydrous magnesium silicate and 
the filtrate concentrated to dryness to give 4.65 g of 
brown solid. The solid is purified by chromatography on 
silica gel to give the product as a solid. A 4.85 g 
5 sample of crude product is triturated with ether to give 
2.68 g of 6, 11-dihydropyrido [2, 3-b] [1, 5] benzodiazepine 
as a solid. 

A mixture of 0.296 g of 6, 11- 
dihydropyrido [2, 3-b] [ 1, 5]benzodiazepine, 0.604 g of 4- 

10 [ { [ 1, 1 '-biphenyl] -2-carbonyl) amino] benzoyl chloride and 
0.232 g of &,N-ciiisopropylethylarnine in 6 ml of 
dichloromethane is stirred at rocn temperature for 1.5 
hours. The mixture is poured into water and extracted 
with dichloromethane. The extract is washed with H2C, 

15 saturated NaHCC>3, H20, brine and cried (Na2S04) . The 
solution is filtered through a thin pad of hydrous 
megnesium silicate and the filtrate concentrated to 
dryness. The residue is purified on thick layer silica 
gel plates with hexane-ethyl acetate (1:2) as solvent to 

20 give the product as a solid which is crystallized from 
ethyl acetate to give off-white crystals, m.p. 220°C- 
221°C. 

Example 134 

N- T4- (6. 1 1-Dihvdropvridb f2. 3-bl f 1. 51 benzodiazeoin-6 (5H) - 
25 yl-arbony lt -^-chlorophenvl ^ M_ . \ ; -hiohgny? * -?-carbny.ami rie 
A mixture of 0.197 g of 6, il-dihydropyrido 
[2, 3-b] [1, 5]benzodiazepine, 0.444 g of 4-[{[l,l'- 
bipheny 1 ] -2-carbonyl ) amino ] -2-chlorobenzoyl chloride and 
0.155 g of Mr H-diisopropylethylamine in 8 ml of 
30 dichloromethane is stirred at room temperature for 1.5 
hours. The mixture is poured into water and extracted 
with dichloromethane. The extract is washed with H2O, 
saturated NaHC03, H2O, brine and dried (Na2S04) . The 
solution is filtered through a thin pad of hydrous 
35 magnesium silicate and the filtrate concentrated to 

dryness. The residue is chromatographed on thick layer 
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silica gel plates with hexane-ethyl acetate (1:2) to 
give 0.160 g of solid, m.p. 147°C-165°C. 
Anal Found: C, 72.1; H, 5-1; N, 9.1; CI, 6.3. 

Example 135 

5 k-m-(6. ii -nihvr^opvridor2.3-bi [ 1 , 51 benzodiazepin-6 (5H) - 
y 1 r^rhnnvl) -ohpnvl U 1 . V -biohenvl 2 -2-carboxamide , 

hydrochloride 
Hydrogen chloride (gas) is bubbled into 50 ml 
of anhydrous chilled methanol for 15 minutes. A 25 ml 
10 sample of the methanolic hydrogen chloride is added to 
0.30 g of H-[4-(6,U-dihydropyrido[2, 3- 
b] [1, 5]benzodiazepin-6(5fl)-ylcarbonyl)phenyl] [l,l f - 
biphenyl} -2-carboxamide. The mixture is stirred at 0°C 
for 0.5 hours and allowed to warm to room temperature. 
15 The solvent is removed and the solid dried under vacuum 
to give 0.31 g of solid, m.p. 195°C-210°C. 

As described for Example 134, the following 
compounds can be prepared by reaction of 6,11- 
dihydropyrido [2, 3-b] [1, 5] benzodiazepine with the 
20 appropriate substituted or unsubstituted 

[ (arylcarbonyl) amino]benzoyl chloride or the appropriate 
substituted or unsubstituted [ (arylcarbonyl) - 
amino] pyridinylcarbonyl chloride. 

Example 136 

25 N-f4- <£. :?-nihydrop yridor2. 3-bl ri . 51 ben?odiazecin-6 (5H) - 
yl rarbor.v] ^ ^-rhlar nphonvl 1 - 2- [ 2-thienvl ) benzamide 

Example 137 

N- F4- ffi. ii-n<hy^mpvridor2. 3 -hl Fl . 51 benzodiazepine f5H) - 
y i r arhnnvl>-^-ghlgro phPnvn-2-n-thienvl>ben2amide 

30 Example 133 

M- r 4- ; g . 1 1 -pihvrirapvridp r ? . 3-bl f 1 . 5 ] benzodi azeoin-6 (5H) - 
y ]^ r ^nyi ) - 2 - rh I or 2z ±11. IPhen v 1 lz 2 - (2- 
thienvl ) bppzamide 
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Example* 139 



N- 


M - (6. ll-DihvdroPvrido r 2, 3-bl f 1 . 51 benzodiazepin-6 (*m - 


N- 


vlcarbonvl) -ohenvll-2- ( 2-nhienvl) benzamid* 

Example 140 

f 4- (6, 11-Dihvdropvrido \2. 3-bl ri . 51 benzodiazepin-6 f5m - 




Ylcarbonvl ) -Phenyl 1 -2- ( 3-thienyl J benzamide 
Example 141 

U- L^ll-Dihvdropvrido f2. 3-bl F 1 . 51 benzod< azeoin-6 rsm - 




vlcarbonvl) -3-methvlDhenvl 1-2- (2-thierwl) benzamidf* 


N- 


Example 142 

F4- (6. 11-DihvdroDvrido \2. 3-bl 1 1 . 5 1 benzodi azepin-6 fSH) - 


vlcarbonvl) -3. 6-dimethvlohpnvl 1 -2- ^hpn7amirip 


N- 


Example 143 

r 4- (6. Il-Dihvdropvridof2. 3-bi Fl. Eibenzod^ a^epir-SfSH) - 


yi 


carbonvl 1 -?-metihvlt>henvl l p 1 . 1 • -binhenyl 1 -2-carboxamide 


N- 


f4- (6, Il-Dihvdroovridor2. 3-bl fl. 51benzodiazeoin-6(5m - 




vlcarbonvl ) -3 . 6-dimethvlDhenvl Ml.!' -biphenvl 1 -2- 


N- 


carboxamide 
Example 145 

f4- (S. U-DihvdroovridoF2. 3-bl f 1 . 51 benzodiazepin-6 fSHl - 


N- 


vlcarbonvl) -3. 6-dichlcrophenvl 1 fl. 1 'biphenvll -2- 

carbQxanide 

Example 146 

F4- f*. :!-DihvdroDvridof2, 3-bl fl. 5 1 benzodiazepin-6 fSHl - 


vlcarbonvIi-3-methvl-s-chlorcohenvll f 1. 1 1 -biphenvl 1 -2- 


N- 


carboxmide 
Example 147 

r 4- fS. ll-Dihvdropvrido'2. 3-bl r 1 . 5 1 benzodiazepin-6 ( 5H> - 


X 


Icarbonyl ) - 3-chlcrc-6- f luoropher.yl 1 r 1 - 1 " -biphenyl \ -2- 




carboxamide 
Example 149 

T4- n-Dihvdrcpvridof2. 3-bl r *i benzodiazepin-S ( 5H> - 



vlcarbonvl ) -2-methvlohenvH LLJ ' -biphenvl 1 -2-rarboxamide 
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Example 149 

N- f 4- (£.. 1 1-Dihvdropvrido f2. 3-bl fl . 5 1 henzodiazepi n-f fSH) - 
vlcarbonvl 1 -2-chlorophenvl 1 [ 1 . 1 ' -biphenvl 1 -2-car boxamide 

Example 1 SO 

5 N-f 4- (6.11-nihvdrnpvridof2. 3-hl fl ■ 51 henzodiazepi n-fi fSH) - 
vlcarbonvl) -Phenyl 1-2- f2-pvridinyl)ben2amirie 
E«ampls 153 

N- f 4- (6. 11-DihvdroPvrido L2_ 3-bl fj . 51 benzodi azepin-6 f5H) - 
ylcarbonyl ) -phenyl 1-2- f 3-pvr j d^ n vl) benzami de 
10 Example 152 

N-t4- ffi. 1 1-Dihvdropvridnr2. 3-hl n . SI henzod iazepi n-6 f SH) - 
vlcarbonvl) -Phenvll -2- (4-pvridinvl) benzami de 
Example 153 

N- f 4— ( 5 . 1 1 -Hi hvdropvri do f ? . 3-h H ] . g 1 henzod iazepi n-6 f SH) - 
15 vlcarbonvl) -3-chlorophenvl 1-2- (?-pyridi nvl ) h enzami de 

Example 154 

N-f4-t6.ll-DihvdropyridQr2.3-b1 f 1 ■ 51 benzodi azep i n-6 fSH) - 
vlcarbonvl ) -3-chlorophenvll -2- (3-pvridi nvl )benzamide 

Example 155 

20 N-f4-(S .ll-Dihvdropvridof2. 3-bl f 1 . 51 hen zodiazepin-S f5H) - 
vlcarbonvl ) -3-chlorophenvl 1 -2- (4-pvri dinvl ) benzamide 

Example 156 

N- f 4- (6. 11-Dihvdropvrido f2. 3-bl f 1 . 51 benzodi a zepin-6 fSH) - 
ylcp.rbonyl) -3-methylphenyl i -2- f 2-oyridinvl ) benzamide 

25 Example 157 

N - [4 - ffi. 12 -nihvrirnpvrido f 2. 3-hl fl , 51 benzodi *zepin-6 ( 5H) - 
ylcarbonyl ) -3-methvlphenvl 1 -2- (3-oyr idinyl ) benzanide 

Example 158 

N- [ 4- f6. ll-Dihvdropvridof2. 3-bl f 1 . 51 benzod iazepine (5H) - 
30 ylcarbonyl ) -3-methylphenvl ] -2- (4-pyridinyl ) benza?nide 

Ezamels 152 

W- '4- (6. 11-DihvdroPvridc f2. 3-b^ ri , 51 benzodiazepine (5H) - 
ylcarbonyl) -3-methvl-g-f luorophenyl 1 -2- (2- 

taienyDbenzamitite 
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Example 16Q 

n- fd- (6. ii-Dih vdropvridnf2. ^bl M . 51 henzodiazepin-6 <5H) - 
y] r^rhonvl^3, 6-dimef.hvlpheny 1 1 -2- (2-Pvridinvl ) benzamide 

Eaamttls 161 

5 UzlAz 13-DihvdrQP vridor2. 3-bl f 1 , 51 benzodi azepi n-6 (5H) - 
ylr^rhnnyl) -3. i meth yl phenyl ] -2- f 3-pvridinvl ) benzamide 

Example L£2 

I^JJ^ (6 . ll-Djhvrircpvridor2. 3-b l Hi 51 benzodiazepin-6 (5H) - 
yi rarhonvl ) -3 . S-dimethvlphenvl 1 -2- (4-Pvridinvl ) benzamide 
10 Example 163 

w-f 4- Jfi. ll-Dihydropvri do L2L 3-b^ ! 1 . 5 1 benzodi azepin- 6 (5H) - 
y] , rarbonv1 ) -phenyl ? -2-methoxypyr idine-3-carboxamide 

Example 164 

N _f4. f s. n-nihvriroDvri do f2. 3-bl r 1 , 51 benzcdiazepin-6 (5H> - 
15 y irarbpnvl)-3-ehior ophenvlT-?-nipr.hvlthiQPvridine-3- 

carboxamide 

r t «arppl^ 165 

N-f4- (6. 11-Dihydropyridof2, 3-bl LL» 5^ be nzodi azepin-6 (5H) - 
ylcarbonyl \ -3-met hvlphen y ] l -2-methy Ipvt idine-3- 

20 carkQxamitie 

Example 166 

N- f 4- i 6. ll-Pihydropvrido F2. 3-bl 5 1 , 5 ] b enzodi azepin-6 (5H) - 
yirarhnnvn-3 . ^-dimethv iphenvl 1 -2-mer.hvlPvridine- 3- 

carbgxaHitie 

25 Example 167 

N-rd- (6, :i-Dihydropvri dor2, 3-bl n . 5 j benzodi azepin-6 (5H) - 
ylgarbcnyl \ -phenyl ^ -2-methylpyr id ine- ?-carboxamide 

E&aisgig. 168 

N . r4- f6. n-DihyriropyridQ T 2. 3-bl n , 5 1 benzodi azepin-6 (5H) - 
30 yj rarbonvl ) -3-chlr rophenvl 1 -2-rr>ethvlPvridine-3- 

carbPKamicte 

Example 169 

fj-f4- (6. n-n^hvrircpyridQf2. 3-b i ; 1, 5 1 benzodi azepin-6 (5H) - 
Y irarhonv!) - ?-rh 1 cro- 6 -mPt hv iphenv I i -2- f 3 uoropvr idine- 3- 
35 carboy, arc: tie 
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Example 12fl 

UzJAz ffi.ll-Dihvdropvridor2.3-b 1 f 1 t 51 benzodiazepin-6 ( 5H> - 
y learbonv.n -^-nhlorophRnvn-2-fluoropyridine'3- 

parboxamide 

5 Example 171 

tfc r 4- ( g . 11 -Dihv riropvrido \2 1 3-bl f 1 . 51 benzodiazepin-6 (5H) - 
y Trarhnnv n-3-menhylPhenvn-2-chloroPvridine-3- 

carboxamide 
Example 122 

10 U=JAz L£i ll-Dihydrooyrido f 2 . 3-bl LL, 51benzodiazepin-6 <5H) - 
y irarbnnvl>-3. 6-dimethvlphenvl^2-chlQrQPvridine-3- 

carboxamide 
Example 123 

M-f4- (g. :i-Dih vd^opvridof2. 3-bi f 1 , 5 1 benzodi azep: n- 6 ( 5H) - 
15 v 1 rarbonvl l -phenyl ] -3-meth y lpvridine-2-carbQxamide 

Example 123 

UzlAziSull -Dihv dropvrido [ 2 , 3-bi f 1 , 51 benzodiazePin-6 (5H1 - 
ylr-arbonv l ) -3-rhl orophenvl 1 -3-methvlPvridine-2- 

earboxamide 

20 Example 125 

N-f4- ffi. n-Dihydropvridof2. 3-b l U . 51 benzodiazepine 6 (5H) ~ 
ylsarbonvl \ -3-chl orophen yl 1 -2-ghloroPvridine-3- 

rarboxamide 

Example 125 

25 N- rg- (6, iT-nihydro pvridor2. 3-bi [ 1 , 5 1 benzodiazepine (5H) - 
yj rprhnnvl ) -2- py r i dinvl 1 H.T -biohenvl ; -?-carboxamide . 

m.p. 278°C-281°C 
Example 177 

M— f (fi. 11-D.i hydropvririn T2. 3-b l [ 1 . 51 benzodiazepine (5H) - 
30 yj r.P. rbonvi ) -2-ovr i diny 1 1 -2- (?-r hi env 1 ) henzamide 

Fixample 128 

Itd^Ll i£a 3 1-Dihydroovridor2. 3-b l M. . 5 1 benznrii azepin-6 (5H) - 
yj rarbonyl ) -2-pvr idinvl 1 -2- f 3-thienvl ) benzamide 

Example 1 7 2 

35 w-rs- f6.il-nJhvdrnp yririnr2.3-bi r: , 51 benzodi azepin-6 (5H) - 
yl r ^rbonvl) -2-pyridinvl 1 -?-fliiorobenzarnide 
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Example 180 

N- f5- (6. Il-Dihvdropvrido f2, 3-bl U . 51 benzodiazepin-6 fSH) - 
vlcarbonvl) -2-Pvridinvl 1 -2- (2-pvridinvl) benzamiriP 

Example 181 

5 N-f5-(6, 11-DihvdroPvrido f 2, 3-bi n , benzodiazep in-6 (5H) - 
vlcarbonvl ) -2-pvridinvl ; -2 ( 3-pvridinvl ) benzami Hp 

Example 182 

N-f5- <6.:i-Dihvdropvridor2.3-bl [ I , 51 benzodi azepin-6 <5H)- 
vlcarbonvl) -2-pvridinvl^ -2- (4-Pvridinvl) benzamide 
10 Example IB 3 

N- 15- Li, ll-Dihvdropvridor2. 3-bi [ 1 . 51 benzodi azepin-6 (5H) - 
vlcarbonvl) -2-Pvridinvll -2- (2- furanvl) benzamide 

Example 194 

Uzllz LL ll-Dihvdropvridof2, 3-bl F 1 , 51 benzodiazepin-6 <5H) - 
15 vlcarbonvl) -2-Pvr idinvl ^ -2- (?-furanvl) benzamide 

Example 185 

N-f5- (6. ll-DihvdroPvridof2.3-b1 f 1 . 5 1 benzodiazepin-6 <5H) - 
vlcarbQnYl)-2-PYridinYll-3-chlQrQPYridine-2-carbQxamide 

Example 166 

20 N-f5"(St U-PihYdrcpvridQf2. 3-bl f 1. 51benzQdiaaepin-6(5Hl- 
ylcarbsnyl) -2-pyridinyl]-2-methylpyridine-3-carbQxamide 

Example IS 7 

N-T5- (6. ll-Dihvdropyridof2.3-bi f I ■ 5 1 benzodiazepin-6 <5H1 - 
ylcarbonyl ) -2-ovridinyl 1 -5- f lucrc-2-methylbenzamide 
25 Example 188 

Hz F5- (6. ll-Dih vdrnpyridof2. 3-bl [ 1 , 5 1 benzodiazepin-6 (5H) - 
y } carhonyl ) -2-Pvridinvl ) -2-chlorobenzamide 
Example 189 

N-rfi-<6.11-Dihv dropvridor2. 3-bl f 1 ■ 51 benzodia zepin-6 f5H) - 
30 vlcarbonv l) -2-PvridirA'll -2-chlor?-5-f luorobenzamide 

Example 190 

N-f5-(6. ii-DihvdroPvridor2.3-b1 fl, 5^ benzodiazepin-6 (5H) - 
yl rarhonvl 1 -2-ovridinvl 1 -2-methvlbenzamide 

Example 121 

35 N- f 5- (6, 11-nihvdropyridof2. 3-bl ri, 5 ] benzodiazepin-6 ( 5H) - 
ylcarbo nyl 1 -2-ovridinvl ] -2 . 5~di^ethvlbenzamide 
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Example 192 

M-rs- ^.-!T-nihvdrnpvridor2.1-hT f 1 . 5 1 henzodi azmi n-S 1 5H) - 
ylcarbonyl) -2-pvridinyl1-2-ehloro-4-fluaroben2amide 

Example 193 

5 N-fS-f6.:i-Dlhvrirnpvrldor2.3-h1 fl . 51 hen?nrilazepln-6 <5H) - 
ylcarbonyl )-2-pyridinyl1-2-chloro-g-fluorobenzamide 

Example 1 94 

N-r^- fg. ;i-Dihvdropvridor2. ^-hl n . SI benzodiazepin-6 (5H) - 

Ylca^par.Yl)-?-pYridinYr-?-mf?r.hY3-?-fluc?CQbRn2flmidf; 

10 Example 195 

N-f*- (6.n-Dihvdroovridof2. 3-hl f \ . SJ benzodiazepin-6 (5H) - 
ylcarbonyl ) -2-avridinyl } -2-hydroxybe.nzamide 
Example 196 

N- f 5- ( 6. 1 1 -Dihvdroovrido f2 . 3-bl f ; ■ 5 1 benzodiazepin-6 f 5Jjj - 
15 ylcarbonyl ) -2-Pvridinyll -2-acetyloxybenzamide 

Example. 19"? 

N-LS- (6. ll-Dihv droovridof2. 3-bl f 1 , 51 benzodiazepin-6 (5H) - 
ylcarbonyl) -2-pvridinvl ] -2-aminober.zamide 
Example 198 

20 N-f5- (fi.:i -Dihvdropyridor2. 3-bl H . 51 benzodi azepin-6 (5H) - 
ylcarbony l ) -2-Pvridinvl ' -2- (metihvlamino) ben2amide 

Example 199 

N-f5- (6. ll-DihvdroDvridof2.3-b1 f 1. 51 benzodiazepin-6 (5H) - 
ylcarbony l) -2-Pvridinyl 1 -2- (dimethy lamina) benzamide 

25 Example 200 

K i-fS- (f. ?i-r > lhvdropvridof2.3-b1 fl . 51 benzadiazepin-6 (5H) - 
ylcarbon yl ) -2-Pvridinyl 1 -2-aminomef.hylbenzamide 

Example 201 

K-l*- (6 . n.-Dih vrirRPvridor2. 3-bl fl ■ 51 benzodiazepin-S f 5H) - 
30 ylcarbonyl) -2-pyridinyli -2- (diethy lamino) benzamide 

Example 2Q2 

M-rg- ff;.ii-nihv dreovridaf2. 3-bl f 1 . 5J benzodiazepin-6 (5H) - 
ylcarbonyl ) -2-pyridinyl 1 -2- 
(dimethvlaminomethvl | benzamide 
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N-fS- ffi. -!l-Dihv ri^nnvridof?.3-bl f 1 . 51 benzodiazepin-fi rSH> - 
vlrarbonvl l-?-py r idinvli -2- (merhvlthi n) hpn7am1 dP 

Example 204 

5 N- r 5- < g .1 1 -Dlhvdropvr j do f ? . 3-b1 f 1 . 5 1 benzodi azepin-6 f 5H) - 
ylrarhonvl) -2-pvr idinvli -2-chloroPvridine-3-carboxamide 

Example 2Q5 

M-rc. ll-Dihv rimpvridor2.3-bl f 1 . S1ben2Qdiazepin-6f5H> - 
vlrarbonvl) -2-pvridinvl )-2-fl\ioropvridir.e-3-carboxamide 

io Example 2Q6 

W- f 5- ( 6 . 11 -Dih vdmpvr- 1 do f 2 . 3-bl [ 1 . 5 1 benzodiazepi n-6 f 5H) - 
vlrarbonvl>-2-pyridinvn-2-menhoxvpvridine-3-earbQxamlde 

Example 207 

H-^-(6- 11-Dihv d-npyr-idnr2. 3-hl [J . g 1 benzodi azepin-f (SH) - 
15 yl rsrbnnvl ) -2-pvridinvl 1 -2-methvlthiopvridirie-3- 

carboxgmide 

Example 208 



N- 


F5- r6. l!-DihvdroDvridof2. 3-bl f 1 . 5 1 benzodiazeDin-6 (5H) - 


ii 


i ca*-bonyl ) -2-ovridinvl 1 -2-aminoovridine-3-carboxamide 


N- 


Example 209 

rs-f6. ii-Dihvdroovridof2. 3-bl r 1 . 51 benzodiazeoin-6 (5H> - 




ylcarbonvl ) -2-ovridinvl 1 -2-methvl amino-pvridine-3- 


N- 


carboxamids 
Example 210 

r*_ (t_ i i-nfhvrtrravrido r2- 3-bl f 1 . B ■ benzodi azeoin-6 ( 5H> - 


vlrarhnnvi 1 -?-ovr idinvl 1 -2- rdimethvlamino) Dvridine-3- 


N- 


carboxamide 

Example 211 

rs- (6. H-n4h Y droovridor2. 3-bl M . 5 1 benzodiazeoin-S f5H> - 


N- 


Y i r *rhnn Y i > -2-ovr idinvli thioohene-2-carboxamide 

Example 212 

' 5- < 6. 11-Di hyrirocvrido f 2 . 3-bl f l . 5' benzodi azeoin-6 (5H1 - 


N- 


yjr-p-hnnyl ) -9-ovr< dinvl ^.hi ophene-3-carboxamide 

Example 213 

.r^- /fi. i i-nihvdrcr3v^dof2, 3-bi r l. 5 1 benzodiazeoin-6 (5H) - 


ylrarhnnvi 1 -2-ovridinyi 1 f urane-2-carboxamide 
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Example 214 

N- L5z iSu ll-Dihy dropvrido \2. 3-bl f 1 . 51 benzodiazepine 6 (5H) - 
ylcarbonvll -2-ovr idinvl 1 -2-mgthv2thiophenQ-3-carboxamide 

Example 215 

5 N-r5-(6.11-Dihvdropvridof2. 3-bl f 1 , 51 benzodiazepin-6 f 5H) - 
ylearbonvl) -2-Pvridinvl ] -3-methvlthiophene-2-carbovamide 

Example 216 

N-r5-f6.ll-Dihvdropvridof2.3-b1 f 1 , 51benzodiazepin-6 f5H) - 

ylcacfrsnvl) -2-pyridiP,Y^^^ 
10 Example 212 

f6.11-Dihvdropvridor2. 3-bl f 1 , 5J benzodiazepin-6 ( 5H) - 
ylcarbonvl-2-Pvridinvl 1 -2-methvlthiophene-3-carboxamide 

Example 219 

M-r 4 - r ii-Dihvdr^-lOH-diber.zfb.ei f 1 , 41 diazepin-io- 
15 yl ) carbonvl ] -3-chlorophenyl H 1 t 1 ' -biphenvl 1 -2- 

carboxamide 

A mixture of 0.196 g of 5, ll-dihydro-10H- 
dibenzo[b,e] [1, 4]diazepine, 0,155 g of H,Ur 
diisopropylethylamine and 0.444 g of 4- [([1,1'- 
20 biphenyl] -2-carbonyl) amino) -2-chlorobenzoyl chloride in 
12 ml of dichloromethane is stirred at room temperature 
overnight. The mixture is poured into water and 
extracted with dichloromethane. The extract is washed 
with 2N K2C03,H20, brine and dried (Na2S04) . The 

25 solution is filtered through a thin pad of hydrous 
magnesium silicate. The filtrate is concentrated to 
dryness and the residue triturated with ether and the 
solvent removed. The residue is triturated with 
dichloromethane to give 0.31 g of solid, nup. 158°C- 

30 1840C Anal. Found for C33H24CIN3O2 1/2 H2O; C,73.7; H, 

4.6; N,7.5; CI, 6.9. 

As described for Example 218, the following 
compounds can be prepared by the reaction of 5,11- 
dihydro-lOfl-dibenz [b,e] [1, 41diazepine with the 

35 appropriate substituted or unsubstituted [ (aryl- 
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carbonyl) amino] benzoyl chloride or the appropriate 
substituted or unsubstituted [ (aryl- 
carbonyl) amino] pyridinylcarbonyl chloride. 

Example 219 

5 K-f4-r (5. n -nihvdro-lOH-dibenzfb,e1 r l. 4 1 diazepin-10- 
yl ) rarbonyl --Phenyl! LL, 1 ' -biphenvl 1 -2-carb oxamide 

Example 22Q 

N-M-r (5. li-Oihydro-lQH-dibenzfb.el fl , A 1 diazepin-10- 
yl | rarbony 1 1 -1-methvlPhenv l LLLJJ -bi phenyl 1 -2- 
10 carboxamide 

Example 221 

K-M-r (5. ll -nihydro-10H-dibenz r b.ei r l . 4 1 di azepin-1 Q- 
yl )rarbonyl L£L ^-dime- hvlph envil LL, 1 * -hi phenyl 1 -2- 

carboxamide 

15 Example 222 

v-f4-r (5. ii- nJHvrir*>-lOH-dibenz fb.el r 1 , 4 1 di azepi a=J Q- 
yi icarbonvl 1 -?-chln mphpn vl 1 -2- f 2-thienvl ) benzamide 

Example 223 

K-f4-f (5, li-TV.hvdrc-lOH-dibfi nzfb.ei [ 1 , 4 1 diazepin-1 0- 
20 yl ) carbonyl Lz "-^hl orophanvl ] -2- (3-th i amJ ) benzamide 

Example 224 

<5. ii-p ihyrfr^-lOH-riihPnz fb.el f 1 . 4 ] diazepin-lQ- 
y] )rarbenvi ] -Wh I arophenvn -2- (?- furanvl ) benzamide 

Example 225 

25 N-f4-f (5.11 -Dihvdrrv-lQH-dibenz fb. e ] fl. 4 1 rtiazepi n-1 Q- 

yi ) rarbony 1 1 -3-chlorophenv l 1 -2- (2- furanvl) ben2amide 

Example 226 

N- f <s- r (5 i i-njhvdro-lQH-di henz ^b.el [ 1 1 4 1 diazepir.-10- 
yl lrarbonv] i-^-methv lPhenvll-2- (2-thienvl ) benzamide 

30 F.Xflmplfr 22^ 

N-U-r fg. ] T-n^hvriro-lOH-diber.z r b.ei LL, 4 1 diazeoin-l Q- 
yl > r.qrhonyl 1 -3-me+:hylphenvl 1 -2- ( 3-thienvl 1 benzamide 

Example 229 

M-u-M.q. n-nihvdro-lQ H-riihPnz fb.oi [ l , 4 1 di azepin-lQ- 
35 y nrarbonv3 ^^-mp-hviphenvn [ i . : ' b icher.vi 1 -?-r-fl rfrQxamide 
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Example 229 

N-f4-r f5. ll-D ihvrirr-10H-dibenz rb.el f 1 , 4 1 diazepin-10- 
yll earbonyll-3. 6-dimethy lphenvl 1 f 1. 1 ' -biphenyl-2- 

carpoxamide 

5 Example 23Q 

IkdAzUS* 11-D ihvdro-lOH-dibenzfb.ei [ 1 . 4 1 diazepin-1 0- 
yl)carbonvl1-3-msthvl-6-chloro phenyl1 [ 1 , 1 ' -biphenvll -2- 

carboxamide 
Example 231 

10 K-U-f (5, 11-Dihydro-lQH-dibenz fb.el [ 1 , 4 1 diazepin-10- 

yl ) carbonvl l -3-chlcrg-S- f luorophenvl 1 f 1 , 1 ' -biphenvl 1 -2- 

carboxamide 
Example 232 

N-M-f (5. 11-Dihvdro-lO H-dibenzrb.el [ 1 , 4 1 diazepin-10- 
15 yl 1 carbonvl 1 -2-met.hvlphenyl 1(1.1' -biphenyl 1 -2- 

carboxamide 
Example 233 

N-r4-f(5. 11-Dihvdrc-lOH-dibenz rb.eil fl . 41 riiazepin-10- 
ynffarbonvn^-chlpro- ^niethvlohenvn LLJ '-biphenvl 1 -2- 

20 . carboxamide 

Example 234 

N-T4- r (5. ll-nihvdr^- lOH-dlben? fh.el f 1 . 4 1 diazepin-10- 
vl ) rarhonvl 1 -2-chl orophenvl LLL-U -biphenvl 1 -2- 

rarboxamide 

25 Example 235 

N-Uf fS. ii-D ihvdrg-lOH-riibenz rb.el f 1 , 4 1 diazepin-10- 
yl) carbrmyl t -phenyl 1-2- ( 2-pyridinvll benzamide 

Example 236 

N-U-f (5. ll-Dihvdro- 10H-dibenz rb.el n . 41 diazepin-10- 
30 yl 1 earbony 1 1 -phenyl i -2- (3-pyridiny l ) benzamide 

Example 23? 

N-f4-r LL ll-Dihvrirg>-10H-riibenz fh.ei f 1 , 4^ diazepin-10- 

vi i rarbon vi ] -phenyl 1 -2- (4-pvH di nvl ) benzamide 
Example 238 

35 N-M-r ffi. ll-Dihvdro-10H-di benz fb.el M , 4 1 diazepin-lQ- 

yl ) rarbonv.1 1 - ^-chlo ropheny 1 1 -2- (2-pvridinvl) benzamide 
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Example 239 

N-f4-f (5. ll-Dihvdro-10H-dibenzfb.Pl f 1 . 4 1 di stpdi n-n fl- 
vl ) carbonvl 2 -3-chloroPhenvl ] -2- ( 3-pvridinvl > benzami de 

Example 24C! 

5 N-M-r (5. ll-Dihvdro-10H-dibpn7 fb.pl n , 4 1 diazepir>-1 n- 
yl ) rarbonvl ] -3-chloroPhenvl ! -2- (4-pyri dinvl ) benzami dp 

Example ?41 

N-M-' (5. ll-Dihvdr?-lQH-diber.zfb.Pl [ 1 . 4 1 diazepi n-1 0- 
vl irarhonvl i -?-ntat.hvlphenv"-?- ( 2-pvH d invl ) benzami rip 
10 Example 24? 

N-M-r (S.ll-Dihvdrc-lOH-dibenzfb.p. 1 H . 4 1 dj a zepin-1 0- 
vl 1 carbonvl 1 - 3-methvlPhenvl ] -2- ( 3-pvrid invl | benzami dp 

Example 24 1 

N - r 4- f f ■> . 1 1 -pihvdrc-1 OH-diben? f h. p 1 f 1 . 4 1 diazepi n-1 0- 
15 vl ) carbonvl 3 -3-methvlPhenvl 1 -2- ( 4-pvridinvl ) benzami riP 

Example 244 
N-M-' (5. ll-Dihvdrc-10H-dibenzfb.pl '1 , 4 1 di 

y1)f!arbonvl'-3. 6-di methvlphe nyll -2- (2- 
PvridinvDbenzamide 
20 ExampIP 24S 

N-f4-r fc. 11-DihvdrQ-lQH-dibenzfh .el fl. 41diazepir-10- 
vl \ rarbnnvl t-3. hvlphPnvll-7- f3- 

pvridinvl ) hPnzamide 
Example ?4,6 

25 N-f4-r (5. ll-Dihvdr?-10H-^he~ ? rb.ei f 1 , 4 1 di azepin-10- 

yl) carbonvl '-3. 6-dimethvlphenvl 1 -2- (4- 
pvridinvU benzamide 
Example 24~? 

M-f4-f <S. ll-Dihvdrc-10H-dibenzfb.pl f 1 . 4 1 di azepin-i Q- 
30 yj 1 rarbrnyl i Phenyl 1 -2-ohenylrcethyl) benzamide 

Sharpie 24fl 

N-f4-r rs. 11-Dihvdrc-lOH-dibenzfb.el H . 41 diazepin-lO- 
yl 1 rarhonvl 1 phenyl 1 -2- (3-r«- 1 nrophenv Imgr.hvl ^ benzamide 

EKaWPle 249 

35 N-f4-f (5.11-Dihvdro-lOH-dibenzfh.e' fl , 41 diazepin-10- 

yl) carbonvl 1-3-chlcroPhenvli -2- fchenvlmethvl) benzamide 
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Example 25Q 

N-f4-f f5. ll- rHhvdro-10H-dibenztb,e1 [ 1 . 4 1 diazepin-10- 
yl ) carbonvl i -3-chlorophftnvl 1 -2-met.hQxvPvridine-3- 

carboxamide 

5 Example 251 

N-r4-r JR. ii-D ihvdro-lOH-dibenzfb.el f 1 . 4 1 diazepin-10- 
yl ) carbonvl ] -1-chlorophenvl 1 -2- fmethvlthio) Pvridine-3- 

carboxamide 
Example 252 

10 N- f 4- r (5. n-Dinvdro-lOH-dib enz Fb.el [ 1 . 4 1 diazepin-10- 

yl) carbonyl i - 3-m othylpheny 1 W-mer hylpvridine-3- 

carboxamide 
Example 253 

NT- f 4- r (c | : i -?ihvdr?-10H-dibeng [ b. g 1 [ 1 , 4 1 diazepin-lQ- 
15 yl) carbonyl ] - Vmpt hv 1 phQnvll -3-met:hvlPvridine-2- 

carboxamide 

Example 254 

N- r 4- r (5. ll-Dihvdro-3 OH-riibenz Fb. el [ 1 , 4 1 diazepin-10- 
yl ) rarhnnv] ] - 3-methvlPhenvl 1 -2-chlorOPVridine-3- 
20 carboxamide 

Example 255 

U^LAz r5. ll-Dihvdro-10H-diban ? fb.ei LL 4 )diazepin-10- 
vl ) rarhnnvli-3. 6-dime t hvlphenvl i -2- f IuoroPvridine-3- 

carboxamide 

25 Example 255 

yg-ri-r f5. ii- njhvdro-lPH-dibenzfb,e1 [ 1 . 4 1 diazepin-10- 
vl ) carbonvl^3-methvl-6~chlor ophenyl^2-chloropvridine- 

3-carboxamide 

Example 25"? 

30 N- f 5- r <5, n -Dihvdro-lOH-dib enz fb. e 1 [ : , 4 1 diazepin-10- 

v i ) ca rhnnvi i -7 -pvridinvi LLUJ -biphenvl i -2-carboxamide. 

m.p,280 o C-285°C 
Example 258 

Ifc f r f 5 , ii-Di hvdro-l OH-dibenz f b. e 1 [ 1 , 4 1 di azepin-10- 
35 yl ) carbonyl : -?-pyri di nyl ] - 2- f 2-t hienyl) benzamide 
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Example 259 

N-TS-r (5, ll-Dihvdro-10H-dibenzrb,e1 [ 1 , 4 1 dia zepin-10- 
vl) carbonvli -2-Pvridinvll -2- (3-*hienvl)benzamide 

Example 260 

5 N-fg-r ( 5a ll-Dihvdro-lOH-diber.z fb.el [ 1 1 4 1 diazppin- 

lOvl) carbonvl1-2-Dvridinvli-2- (2-furanvl) Ibenzamide 

Example 261 

N- f 5- r (5, 11-Dihvdro-lOH-dibenz fb, e) Fl. 4 1 diazepin-10- 
yl) carbonvl 1 -2-pvr idinvli (2-pyridinyl ) benzamide 

10 Example 262 

N-TS-r (S,ll-Dihvdro-10H-dibenzrb.el f 1 . 4 1 diazepin-1 0- 
vl) carbonvn-2-ovridinvll-2- (3-ovridinvl)benzamide 

Example ?63 

Hz Liz r LL, ll-Di^vdrg-lOH-dibenz fb.e^ * 1 , 4 1 diazepir>-10- 
15 y 1 ) csrbcnvl 1 -2-pyr idinyl 1 -2- ( 4 -oyridir.yl) benzamide 

Example 264 

M=JL£= f (5, ll-Fihvtirc-lQK-tiibens f&.ei flMldiazepin- 

10-vl) carbonvl ^-pyridinvl^ -2- (2-furanvl) benzamide 

Example 265 

20 N-f*-r (5.11-Dihvdro-10H-dibenzfb.e. 1 f 1 . 4 1 d j azepi n- 

10-yl) carbonvl 1 -2-Pvridinvl 1 -2- (3-furanvl) benzamide 

Ey.ample.-2f 6 

i Q — y 2 ) carbony 1 1 - 2-pyr idinyl 1 -2-r r| .et:hQxypyridine-6- 

25 carboxamide 

Example 26"? 

N-r*_ r (5. 1 1 -Dihydro-lPH-dib»nz fb.el Li . 4 1 diazgpin- 
1 O-yl ) carbonvl I -2-Pvridinvl ] pyridine-3-carboxamide 

Example 26P 

30 N- r 5- r (5. 1 1-Pihydro-l OH-dibenz r h . eWi. 4ldiazepin- 

1 O-yl > ga rhonyl * -2-pyridinyl ] -2-py ridinecarbnxamide 

Example 269 

N- rs- r t* m 3 3 -TMhydro-lOH-dibenz r b, el fl, 41diazepin- 
] O-yl ) carbo nyl ^ -2-pvridiny 1 1 -2-met:hyl-5-f luorohenzanide 
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Example 770 

N-f5-f C=.ll-Dihvdro-10H-dibenzfh.e1 fl . 4 1 Hi ayppi n- 
1 0-vl ] garbonvl 1 -2-Pvridinvl 1 -2-rhl nrobsnrami Hp 

Example 271 

5 N-'?-M5.11-Pihvdro-:0H-dibenzfb.e1 fl . 41diazepin- 

10-vl)::arbonvlT-2-Pvridinvl1-2-chloro-5-fluorohenzamiriP 

Example 272 

N- rs- f (5. 12-Dihvdro-10H-dibenz fh. el ri . 4 Idi a 7 P Din- 
10-vl 1 rarhnnvl 1-2-pvH dinvl1-2-met.hvlben7.ami Hp 
10 Example 273 

N-rcr rs.ll-Dihvdro-10H-dibenzfb.Pl f 1 , 4 1 Hi arepi n- 
10-vl) carbonvl * -2-ovridinvl 1 -2. 5-dimethylbenzamirie 

Examplo ?74 

W-"-"!S.11 z22 hvdro-lOH-dibenz f h. e 1 r i . 4 1 riiazepin- 
15 10- vl Vrarbonvl ] -2-Pvridinvl 1 -2-chlorP-4-f1 norohenzami Hp 

Example 275 

N- f fi- f ( 5 . 1 1 -Dihvdro-lOH-dibenz f b. e 1 fl . 4 1 di azepin- 

lQ-yl) sarbpr.vl 1 -2-pyridinvl 1 -2-chloro-6-fluprofc>en2amide 

Example 276 

20 N- f I (5. 11 -nihvdro-lOH-dibenz fb. el f 1 , 4 Miazepin- 

10-yl) carbonyl 1 -2-ovridinyl 1 -2-methyl-3-f luorobenzamide 

Example 277 

N-fg-f (5.11-Dihvdro-lOH-dibenzfb.el f 1 . 4 1 diazepin- 
1 0-vl ) rarbonvl ] -2-ovridirvl ] -2-hvriroxvber.zaTni de 
25 S«an<Ple 278 

N - r^. r f c . n -Dihvdro-lOH-dibenz fb. el f 1 . 4 1 diazepin- 
10-yl ) car bonyl 1 -2-Pvridinvl ] -2-acetylovybenzamide 

Example 279 

N- f f ( 5 . 1 1 -Dihvdro-lOH-dibenz fb. el r 1 . 4 1 diazepin- 
30 1^-vl) carbonvl 1 -2-pyridinvl 1-2-aminobenzamide 

Example 2S0 

N-f5- [ (5. 1 l-Dihvdro-10H-dibenz fb.el f 1 . 4 1 diazepin- 
1 0-vl ) rarbonvi ] -2-pvridinvl ) -2- Jmethvl amino) ber.zamide 

Example 281 

35 N-f?- f f 5. 11 -Dihvdro-lOH-dibenz 'b. el [ 1 . 4 1 diazepin- 

10-vl) carbo ny 1 ] -2-oyridinyl i -2- (aminomerhyl 1 benzamide 
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Example 282 

N- f 5- H5 . 1 1 -Dihvdro -1 OH-dibenz f b. el f 1 , 4 1 diazepin- 
; 0-yl) earbonvli -2-pyridinvl i-2- (dimet hylamino) benzamide 

Example 283 

5 N-f5-f (5. n -Dihvdrr-lOH-dibenzrb.el [ 1 , 4 ] diazepin-lQ-vl ) 
rarbonvli-2-pyridir.y ll -2-chloroPvridine-3-carbQXamide 

Example 284 

UzlZz r (5. ll-Dihvdro-10H-dibenz f h. gj H . 4 1 diazeoin-l Q- vl ) 
rarhonvl 1 -2-pyridinyl 1 zlzl lu oropyridine-3-carboxamide 

10 Example 285 " 

N-rS-f (5, ll-Dihvdro-10H-dibep.zfb,e1 [ 1 , 4 1 diazepin-10-yl) 
carbonyli -2-pyridinyl 1 -2-methoxypvridine -^-carboxarnide 

Example 286 

N ^ r 5_ r ( 5 . ll-Dihvdr?-l PH-ri ibenz f b. o1 r 1 , 4 1 diazepin- 
15 1 n-yl) c:arbonyl? - 2-pyridinv l 1-2- (mer.hvl thiol Pvridine-3- 

carfcoxaraide 
Example 287 

N- T5- M5. ll-Dihvdr?-10H-dibenz fb. e1 [ 1 . 4 1 diazerin-1 Q-vl ) 
rarbonyl ; -2-pyridinyl ] -2-aminopvr \ dine-3-carboxamide 
20 Example 288 

N- f5- f (5. ll-Dihvdrr-lOH-diben y. fb.el LL 4 1 diazepin-10-vl ) 
rarbonvl ] -?-pyridinvl 1 -2- (m e^hylamino) Pvridine-3- 

cagbpxamide 

Example 289 

25 Mb-L£zJ (5 i 11-Dibvdrc-l PH-dibpn? r b. ej [ 1 . 4 1 di azerin-1 0-y 1 > 
rarbonvl ; -2-Pvridiny 1 ] z2z (d iTner.hvlami r.o) pvri dine-3- 

carkoxamide 
Example 230 

N- f5-f (5. ll-pihvdr?- IQH-dibenz f b. f 1 . 4 1 diazepin-10-vl) 
30 carbonvl 1 - 7-PvridiP.vl ] -2-methvlt:h 4 ophene-3-rarboxamide 

Example 3PP 

M-r^-r rs. n-ni h vriro-iOH-dibPnz fb.ei r i , 41diazeP:n-lQ-vl) 
rarbonvl i-2-ovr id: asJ 1 -Vi^hvlnhi ophene-2-carboxamide 
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Example 301 

UzJAzJ. i£u ll-Dihvdro-5H-dibenz f b. el azepin-5-yI ) 
carbonvl 1 -phenv 1 LLJJ -biphenvl 1 -2-carboxamiriP 
A mixture of 6, ll-dihydro-5a~dibenz [b, e] 
5 a2epine (0.195g), 4- [ ( [1, 1 1 -biphenyl] -2-carbonyl) amino] 
benzoyl chloride (0.41g) and 0.155 g of 
diisopropylethylamine in 12 ml of dichloromethane is 
stirred at room temperature for 3 hours . The mixture is 
poured into water and extracted with dichloromethane. 
10 The extract is washed with H2O, saturated NaHC03, H2O, 
brine and dried (Na2S04). The solution is filtered 
through a thin pad of hydrous magnesium silicate and the 
filter pad washed with dichloromethane. The filtrate is 
concentrated to dryness to give 0.66 g of a yellow 
15 solid. Chromatography on thick layer silica gel plates 
with hexane-ethyl acetate (1.5:1) gives crystals 
(0.165g) (from dichloromethane-ethyl acetate), m.p. 
224°C-225°C 

Example 302 

20 Hz [ Lfci 1 l-Dihvdro-5H-dibenz fb. el azroin-S-yl ) 

carbonvl i-3-chlorophenvll LLJ '-biphenvli-2-carboxamide 
A mixture of 0.195 g of 6, ll-dihydro-5fi- 
dibenz[b, e]azepine, 0.444 g of 4- [([ 1, 1 ■ -biphenyl ] -2- 
carbonyl) amino] -2-chlorobenzoyl chloride and 0.155 g of 

25 £l,Jti-diisopropylethylamine is stirred at room temperature 
for 3 hours. The mixture is poured into water and 
extracted with dichloromethane. The extract is washed 
with H2O, saturated NaHC03,H20, brine and dried 
(Na2S04) . The solvent is removed and the residue 

30 chromatographed on thick layer silica gel plates with 
solvent hexane-ethyl acetate (1.5:1) to give 0.32 g of 
crystals, m.p. 120°C-125°C. 

As described for Example 302, the following 
compounds can be prepared by reaction of 6, 11-dihydro- 

35 5ii-dibenz [b, e] azepine with the appropriate substituted 
or unsubstituted 4- [ (arycarbonyl ) amino] benzoyl chloride 
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or the appropriate substituted or unsubstituted 6- 
[ (arycarbonyl) amino]pyridine-3-carbonyl chloride 

Eaanipls 3Q3 
f 4- r (6. ii-Dihvdro-5H-dibenz f b, el azePin-5-vl) 
5 carbonyliphenvli-? - [ 2-thienvl ) benzamide 

Example 304 

UzlAzll^ll -Qihvdr rv-fiH-riibenz f b. e 1 azepin-5-vl ) 
parhnnynphenvl l-2- ( envl ) benzamide 
Example 3Q5 

10 UzHz f L£j 2 l-rihvdro-5H-dib enz r b. el a7ppin-!?-vl) 

rarbonvllDhenvl 1 -3, g-dichlcr ophenyl 1 -2- (2- 
thienvl) benzamide 
Example 306 

N . ; 4- ; (6. j ; -Dihvdrc-5K-dj f b, e ] azepin-5-vl ) 
15 rarbonvn - whlnrophenvl 1 -2 - (2-thienvl ) benzamide 

S^aEBl£ 3P 7 

N . rz- j LL. 1 ^-Pihyriro-SH-dibenz rb, el azepir.-5-vl ) 
rarhonvl ^ -3-rhlorophenvl ] -2 - [ 3-thienvl ) benzamide 

Example 303 

20 N-f4- f L£j 1 1-Dihvdr n-fiH-diben?. f b. el azepin-5-vl ) 

pp.rbonvl 1 -3-rhloro-g-methv 1 . phenyl 1 -2- L2r 
thieny 1 ) benzamide 
Example 3Q9 

Uz±£z±LLl11 -!Mhvdro-5H-dib finz fb. el a»»pi n- 5-vl ) 
25 rarggp.v] 1 - 3-methv Iphenvl 1 -2- (2-thienv l 1 benzamide 

Example 310 

K-ra-r i i-i>ihydrc-5H-d *benz [ b, ei azepir-5-vl ) 
fiArbonylT - g-nirnethylpher.vl 1 -2- (2-thl envl ) benzamide 

Example 311 

30 ( g, ii-3ihvdro-5H-diber.2 fb, e 1 azepjn-5-vl ) 

rarhnnvii-3-mp^viphenv i i L2 - ^ 1 iphenvl 1 -2-carboxamide 

Example 312 

m. r (s. ii-pihydrc-5H-diber.z rb. el azepin-5-vl) 
ra^nvl^ ^.g-dimethvlPhenv: 1 U J ! -M PhPHVl 1 z2z 
35 carboxamide 
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Example 313 

m- r 4- r f 6. 2 i-Dihvdro-5H-dibenz fb. el azepin-5-vl ) 
r arbnnvll-3- merhvl-£-rhlorophenv1 LLLJ ! -biphenvl 1 -2- 

carboxamide 

5 Example 314 

N-r4-( (6. li-Dihvdro-5H-dibenzrb.e1azepir-5-vl) 
rp-rbonvl ? -3-g hl o-o--^t hvlphenvl LLLJJ -biphenvl! -2- 

carfrox amide 
Example 315 

10 N- r 4 - r f 6. ll-Dihydro-5H-dibenz fb, el azepin-5-yl ) 

rarbonvll -2-m« »t hvlphenvl ] LUJ -biphenvl ) -2-carboxamide 

Example 316 

N-M-f L£» 2 l-Dihydro-5H -dibenz fb. el azepir.-5-vl ) 
carbonvll -2-ghiorophenvl 1 fl, 1 '-hiphenvl ^ -2-carboxamide 
15 Example 212 

fcj^JLLL ll-Dihvdro-?>H-d1henzfb,piazftPin-5-vl) 
rarbonyllpnenyli-2- (2-pyridinvl ) benzamide 

EXfllPPle 318 

UrJA^l (6. ll-Dihvdr o-5H-dibenz fb. el azepin-5-vl) 
20 rarbonvl i phenyl l -2- ( 3-pvridinvl ) benzamide 

Example 319 

N-f4-f (6. l T-nihvrir^-5H-dibenzfb.elazepir.-5-vl) 
rarbonvll phenyl* -2- (4- pyridinvl) benzamide 
Example 320 

25 N- ra- ! f 6. "I i-Pihvdrc-5H-dibenz fb. el azepir.-5-vl) 

rarbonyli-l-chlorophenyll- ?- (2-pvridinvl ) benzamide 

Example 321 

N- r 4- r il-njhydre-5H-dibenz fb. el azepin-5-vl) 
earbonyl 1 -3-chlorophenvl 1 -2- ( 3-pvridiny 1 ) benzamide 

30 Example 322 

N-M- r <6 - -n-Dihvdro-SH-diben? fb, el azepir.-5-vl 1 
ra rbonvl 1 -3-™ethv Iphenvl 1 zlz. 1 2-pvridinvl ) benzamide 

Example 323 

ItJAz I LfbJ l-Dihydro-5H-d ibenz fb.el azepin-S-vl) 
35 rarbonvD - ^-me^hviphenvll -2- r3-pvridinvl) benzamide 
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Example 324 

N-f4-r (6. ll-Dihvdro-5H-dlbenz f b, el azepin-5-vl ) 
rarbonvll-3. 6-dimethvlPhenvl ] -2- (2-pyridinyl ) benzami de 

Example 325 

5 N- f 4- H 6. 2 1 -Dihvdro-5H-diben z fb. e ! azepin-5-yl ) 

sarbonvr-3. 6-tiaingthylPhgnYll -2- (3-pyridinvl)bgnzanide 

Example 326 

N> f 4- r (6. 1 1 -Dihvdro-SH-dibenz f b. el azepin-5-vl \ 
r3rhnn Y U-3. 6-dimethvlPhenvl 1 -2- ( 4-Pvr idin vl ) benzamide 

10 Esaipple 32"? 

N- f jz r (6, ll-?ihvdro-5H-diber.z fb, el azepjp.-5-yl ) 
carbonyl ] -3-chlorsphenyl ! - f 3 ' -methvlf.hio-1 . 1 ' -biphenyl 1 - 

2-carfrCKami.de 

Example 32B 

15 UzlAzJ. >6- ll-Dihvdrc-5H-dibenz fb. el azepin-5-yl J 

rarhnnvl ] -?-ch 1 oroohenvl Izlll -mer.hoxv-1 , 1 ; -biphenvl 1 -2- 

carfrcxarcide 

Example 329 

N- r 4- • L£i ll-Dihydro-5H-diber.z f b. el azepi n-5-yl ) 
20 rarbony 11 phenyl 1 M 1 -dime thyl amine- 1 , 1 ' -bipheny 11 -2- 

carboxamide 
Example 33Q 

N- f 4- f f 6. 1 1 -Pi hvdr?- 5H-rii ben z fb, el azepin-5-yll 
carbony 1 1 - lchenvl 1 - f 3 1 -chlcro-1 1 1 1 -biphenvl } -2- 

25 GarfcQ;-;arnidg 

Example 331 

ItJAz r £&« 1 l-Dihvdr?-5H-diben2 f b, gj azepiri-5-vl ) 
carbonvl 1 -3-chloroPhenvl * -2- ( 3- f uranvl ) benzamide 

Example 332 

30 N- [ 4 - f (6. r ll-Dihvcrc-SH-dibep.z fb, el azepin-5-yl) 

fy>~hnny 1 1 phenyl 1 -2- (2-furany 1 ) benzamide 
Example 333 

N- f 4- f (6 . 21-Pihvdro-5H-dibenz fb. e 1 azepin-.^vl } 
rarbonyllphe nyl ] - L3 1 -chlore-1 . 1 1 -biphenvl 1 -2-carboxamide 
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Example 334 

UzJAz I L&j ll-nihvdro -SH-diben? fh, el azepin-5-yl) 
r a^n V n-3^hi nr ft phPnvii r v -chloro-1 . 1 -biPhenvI } -2- 

rarhpxamide 

5 Example 335 

N- f4- r (6. 3 2 -Dihvdrc -*H-ri*henz Tb. £j azepin-5-vl) 
rarhnnvl ] h vlpheny 1 LL3J -ehlor^-l , 1 ; -biPhenvl 1 z2z 

carfroxarcide 

Example 336 

10 K- f f?-KS,n -Pihvdr? >-5H-dibgr7 Fb. el azepin-5-vl ) 

r^hnnv! 1 -?-pyririinvl ] [ 3 '-chl nro-1 , 1 '-hi phenyl 1 -2- 

carboxamide 

M-f4 - [ <g. ^-3ihvdrr-fiH-dib en? fb. el azepin-5-vl ) 
15 rarhnnyi i-3-chlorophenyl ? f 4 '-fluoro-l , 1 1 -biPhenvl! z2= 

nflrhoxarcide 
Example 33B 

N- f ll-Dihvdrp-5H-d ibenz fb. el azepin-5~vl ) 

rarhnnvll -2-pvridinvl 1 -2-~hloropyri dine- 3-rarboxamide 
20 Example 339 

M- fs-f (6. i i-nihvdr ^-SH-riibpny f b. el azepin-5-yl ) 

rarhQnvn-2- p yridinvn-?-fiuoronvridtne-3-f;arbQxam i de 

F.xflipple 34Q 

M-rc- r (fL ll-Dihvdrr-5H-dib »r>? fb. el a?.ep i ar 5-vl ) 
25 rarbnnvn-2-cvridir y 1 ' -7-airi nopvridin^-^TarhQXgmide 

Example 341 

f 5-f (6. ll-Dihydrr-SH-d ihenz fb, gj ay.epin-5-vl ) 
rarbsnvl ] -7-Pvridi ny 1 1 -2- Jmethvlami no) pyridine-^- 

^arhoxamide 

30 Example 342 

n- f ,s- r (6. 1 1 -Dihvd ^-SH-dibep? fb, el a?epj QzSzXl ) 
rarhonvl ] -?-Pvridinyi ] r2r (dirt^ Vwl amino) Pvridine-3- 

rarhnvamide 

Eaamal£ 343 

35 n- f 5- r (6, 1 1 -Dihvd~"-*H-dib *r»7 r h . el azepin-5-vl) 

^ ar hr>nyl 1-?-pvridinyl i-3-mq i-hYir>Apphene-2"CarbQxamide 
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Example 344 

N- f 5- f (6. ll-Dihydro-5H-dibenz fb, e 1 azepir>-5-yl 1 
carbonvl 1 -2-ovr icinvl 1 -2-methvIthiophene-3-carboxaTTndP 

Example 34 5 

5 N- f 5- r (6, ll-Dihvdro-SH-diber.z fb. el az epin-5-vl ) 

carbonyl ] -2-Pvridinyl } -2-rhl nr obenzamidP 

Example 346 

N- [ 5- f (6, ll-Dihvdro-5H-diber.z fb. e 1 a^pin-S^I ) 
carbonvl 1 -2-Pvridinvl 1 -2-chloro-5- f l uorobenzamide 
10 Example 347 

N-r?-H6. ll-Dibvdro-5H"dlben 2 r b .e)azepin-S-yl 1 
carbonvl 1 -2-ovridinvl 1 -2-chloro-*- f luorobenzami de 

Example 346 

N- r 5- r ( 6 . llOibvdro-SH-dibenz fb. el aze oin-5-vl ) 
15 carbonvl ] -2-Pvridinv: ] -2-mef.hvl-3-f luorobenzamide 

Example 34 9 

^"^" f l£a ll-Dihvdro-5H-dibenz fb. e 1 azeoin-S-vi | 
carbonvl i -2-ovridinvl 1-2- (methvlamino) benzamide 

Example 350 

20 N- f 5- [ (6, ll-Dihvdro-5H-dibenz f b. el azepin-5-vl ) 

carbonvl ^ -2-ovridinvl 1 -2-hvdroxvbenzami de 
Example 351 

N-ffi-F (6. ll-Dihvdro-5H-dibenz fb. el aze pin-5-vl ) 
carbonvl! -2-Pvridinvl 1 -2- famir.ornethy 1 ) be nzamide 
25 Exam^e 352 

N _ rfi- r rfi. ^-nihvdro-5H-Pvridof2. 3-b^ ri. 4 1 benzodiazepine 
5-yl ) carbonyl 1 -2-Pvridinvl 1 -5- f luoro-2-methylbenzamide 
As described for Example 1, 6, ll-dihydro-5fl- 
pyrido[2, 3-k) U# 4] benzodiazepine (2 nunol) is reacted 
30 with 6- ( (5-fluoro-2-methylbenzoyi) amino]pyridine-3- 
carbonyl chloride (2.1 nunol) in the presence of 
triethylamine (4 mmol) in dichloromethane to give the 
produce as a solid, m.p. 1G2°C-104°C. 
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Example 353 

N- f 4 - f ll-Dihydro-5H-pyrido r2. 3-bl LL. 4 1 benzodiazepin- 
5-vl ) earbon yl ] -3-chlnroohenvl LLLJL! -biphenvl 1 -2- 

5 As described for Example 134, 6, ll-dihydro-5ii- 

pyrido [2, 3-k] [1, 4] benzodiazepine (0.197 g) is reacted 
with 4- [ ( [1, 1 , -biphenyl]-2~carbonyl) amino] -2- 
chlorobenzoyl chloride (0.444 g) in the presence of M,ih 
diisopropylethylamine (0.155 g) in 12 ml of 
10 dichloromethane to give the product as a solid* 

As described for Example 352, the following 
compounds can be prepared by reaction of 6, 11-dihydro- 
5ii-pyrido [2, 3-£] [1, 4] benzodiazepine with the appropriate 
15 substituted or unsubstituted 4- [ (arylcarbonyl) amino] 
benzoyl chloride or the appropriate substituted or 
unsubstituted 6-[ (arylcarbonyl) amino)pyridine-3-carbonyl 
chloride 

Example 354 



N- 


m- 

5- 


- r f 6. ll-Dihvdro-^-Dvridolz. J-bl r 1 . 4 I Denzoaiazeoin- 
ynrarbonvllphenvll fl. 1 • -biohenvl 1 -2-carboxamide 






Example 355 


N- 


L4- 


- r it. i 1 -Dihvdrc-5H-pyrido r2. 3-bl r 1 . 4 1 benzodiazeoin- 






*-yl) r»^benv3 lohonvi I-'?- (2-thienvl) benzamide 






Example 356 / 


N- 


f4- 


-r it. :i-Dihvdrc-5H-ovridor2. 3-bl f l . 4 1 benzodiazepine 






-y 1 ) rarbonvl • -3-methvlohenvl H 1 . 1 1 -biDhenvll-2- 






carboxamide 






Example 357 


N- 


14- 


-r it. i !-Dihvrirrw5H-oyr*dor2. 3-bl r 1 . 4 Ibenzodiazepin- 


5- 


vi; 


I rarbonvl i-3-i»thvl-6-ehloroohenvl1 f 1 , 1 V-faiPhenvll - 






?-~arbe»:amide 






Example 359 




f4 


-r (6. T5-r^hvdro-5H-pyridof2. 3-bl ri. 4 1 benzodiazepine 



35 6-dimethvlPhenvl T r 1 . I ' -biphenvl 1 -2- 

rarhox amide 
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Example 35? 

Hz Hz f (6. ll-Dihvdrg-5 H-pyridor2, 3-bl fl. 4 1 benzodiazepine 
5-yl ) carbon y 1 1 -3-met.hylphenyl ] z2z <2-thienvl } benzamide 

Example 360 

5 ItJAzl <6,n -Dihvdr?-5H-pyridof2. 3-bl [ 1 1 4 1 benzodiazepine 
S-yl) carbony 1 ] -3-chlorophenvl 1 zlz (2-thienvl) benzamide 

Example 361 

N-M- r (6. ll-Pi hydrc-5H-pvridof2. 3-hl U , 4 1 benzodiazepine 
5-yl ) carbony 1 1 phenyl ] -2- (2-pyridinvl > benzamide 
io Example 362 

kt- f 4, r tfi. ll-Dihvdro-5H -Pvridor2. 3-bl r 1 , 4 1 benzodiazepin- 
5-yl) carbony! 1 phenyl ^ -2- n-pvridinyl) benzamide 

Example 363 

N-M-t (6, ll-Dihvdrr-SH-Pvrido F2, 3-b 1 f 1 . 4 1 benzodiazepin- 
15 5-vI) carbony 1 l -3-chlorophenyl 1 -2- (2-Pvridinvl) benzamide 

Example J.64 

N- r4- [ (6, ll-D ihydr?-5H-pvridor2. 3-bl f 1. 4 1 benzodiazepine 
fi-yl)garbonvl^3-chlorophenyn-2 - (3-pvridinvl) benzamide 

Example 365 

20 N- Lj- f (6, n-nihvdro-5H-pvrido[2. 3-b 1 [ 1 - 4 1 benzodiazepin- 
5-yll carbonvll-3-met.hylPhenyl \zlz (2-pyridinyl) benzamide 

Example 366 

Kz Lflz r ll-Dihvdro-5H- pyridof2. IzfcULb 4 1 benzodiazepine 
S-yMrarbonvlT-3. 6-dimethyl Phenyl i -2- Liz 
25 pvr i din. vl) benzamide 

Example 36"? 

f 4- r (6. ii-Dihydrp-5H-pyridof 2. 3-bi f 1 , 4 1 benzodiazepine 
5-vl) carhonvl 1 Phenyl i -2- [ 4-pyr id invl ) benzamide 

Example 36S 

30 M-M-t (6, ii-Dihvdr ~-5H-pvridor2. 3-bl n . 4 ] benzodiazepin- 
.S-yDearbonvllphenv} 1 -2-chlcropvr idine-3-carboxamide 

Example 36? 

N- M-f (6, ii-njhydrc-gH-pvridor ?. 1-bl [ 1 , 4 1 benzodiazepine 
S-yDcarbQnvnpheny n-2-f luQrQPvridine-3-carbQxamide 
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Example 3*?Q 

m- lA- r [£, ll-Di hydro- 5H- Pvrido f 2. 3-bl [ 1 ,4 1 benzodiazepin- 
es 1 \ rarbon yl 1-Vrhlnmphenvl 1 -2-chloroPVridine-3- 

carbpxamide 

5 Example 3~l 

M , f 4- r ffi. ii^Dihydre-SH- ovridof 2. 1-hl [ 1 .4 1 benzodiazepine 
fr-yl ) earborvl 1 phenyl ] -2-me thoyypvr idine-3-carboxamide 

Example 3*?2 

^ r4- f (6. ll-Dihvdrn-5H-Pvridor2 . 3-bl [ 1 , 4 Tbenzodiazepin- 
10 5-yI) carbonyl ] - 3-methv Iphenvl ? -2- (methylthio) p yridine-3- 

carboxamide 

Example 373 

N - ra- f [ f . ij -n- hvdr— 5H-ovri do f2. 3-b 1 f 1, 41ben7nriia7.fipir>- 
2zXl 1 -arbnnyl ] - 3-methvlPheny I 1 -2-chloropyr idine-3- 

15 carboxamide 

Example 374 

N- M- r (6. ii-nihydro-5 H-pvridor?. 3-bl f 1 , 4 1 benzodiazepine 
5-y 1 1 rarbon y 1 1 phenyl 1 -2-aminopvr idine-3-carbOXamide 

Example 375 

20 w-f.s-r <6. i^nihvdm- ^H-pvridor2. 3-bl f 1 , 4 lbenzoriiazepin- 
*- Y l ) rarbonv] 1 -2-pvrid i nvl LLLJJ -biohenvl ] -2-carboxamide 

Example 376 

M-rs-( ffi. ii-pshyriro-5M -pvridof2. 3-bl r 1 . 4 1 benzodiazepine 
=,-yi \ rp-hnnyl ] -2-Pvr iriinyn -2- <2-thienv.l ) benzamide 

25 Example 3 77 

K z 15~ f Lii ll-nihvdro-*H-pvridor2. 3-bi n . 4 1 benzodiazepine 
£-Xl 1 carftonyl ] -2-pvridinvl 1 -2- ( 3- thienvl) benzamide 

Example 3"?8 

ll-f^f (Z. ii-n*hyriro-5"-Pvridor2. 3-bl f 1 , 4 1 benzodi azepin- 
30 fi-y 1 i carnnnvi) -2-Pvridinyl 1 -2- (2 -Pvridiny 1 ] benzamide 

Examole 3~?9 

r-- r ffi. ii-^^hvdro-gH-pvridor P. 3-bl f l , 4 1 benzodiazepine 
*- y i ) -arbon v i 3 -2-pvridi nvP -2- < 3epvridinv3 ) benzamide 

Example 38Q 

35 N . r*- [ (6, 11 -nihvd^^H-ovri do [ 2 , 3-M [ 1 , 4 1 benzodiazepine 

s-yMrprhPny 1 1 -2-pvridi nvl ^ -2- M-Pvridinvl ) benzamide 

« 149 e 
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Example 381 

N- f 5- [ (6. ll-Dihydro-5H-Dvridor2, 3-bl fl , 4 1 benzodiazeoi n- 
5-yl) carbonyl! -2-pvridinyl 1 -2- (2-furanvl) benzamide 

Example 382 

5 N- f5-r (6, ll-Dihvdro-5H-pvridof2. 3-bi fl .4 1 benzodiazepine 
5-yl ) carbonyl 1 -2-ovridinyl 1 -2- (3-furanvl) benzamide 

Example 383 

N- f5- [ (6, ll-Dihvdro-5H-Pvrido f 2, 3-bl fl , 4 1 benzodiazepine 

5-yl) carbonyl 1 -2-pyr idiny 1 \ -2-chlcrQfrenzamide 
10 Example 334 

N- f5-r (6. ll-Dihvdrc-5H-ovridof2. 3-bi [ 1 , 4 1 benzodiazepine 
5~yl ) carbonyl ] -2-ovridinyll -2-chloro-5-f luorobenzamide 

Example 385 

N- [ 5- r (6 . 1 l-Dihydro-5H-pyrido [ 2 , 3-bM 1 , 4 1 benzodiazepin- 
15 5-yl ) carbonyl ] -2-ovridinvl 1 -2 , 5-dimethvlbenzamide 

Example 335 

N-f5- f (6. lI-Pihvflrg-5K-pyricilcr2i 3-fr 1 fl, 41bgnzQdiaaepin- 

5-yl) carbonyl 1 -2-pyridinyl1-2-chloro- 6-f luorobenzamide 

Example 3S" 7 

20 N-f5-r (6. ll-Dihvdrc-5H-pvrido [ 2. 3-bl f 1 . 4 1 benzodiazepine 
5-vl) carbon yl ] -2-pyridinyl ■ -2-methy 1-3-f luorobenzamide 

Example 383 

N-TS-r (6. ll-D ihvdrg-5H-Pvridof2. 3-bl f 1 . 4 1 benzodiazepine 
5-yl) ca rbonyl ] -2-ovridinvl^ -2-hvdroyvbenzamide 
25 Example 38? 

(6. ll-Dihvdrc-5H-Pvridor2, 3-bi f 1 , 4 1 benzodiazepine 
^eyi ) rarbonvl ] -2-pvridinvl 1 -2-aminobenzamide 
Example 390 

N-f5-f (6. ll-Dihvdro-5H-pvridof 2. 3-bl [ 1 , 4 1 benzodiazepine 
30 5-yl) carbonyl ! -2-cvridinvI 1 -2- f methyl amino) benzamide 

Example 391 

N- r 5e f (6 , 1 1 -Dih vdro-gH-pvri do [ 2 . 3-b 1 r ] , 4 1 benzodiazepine 
5-vI 1 carbonvl } -2-pyridinvl } -2- (cimethvlamino) benzamide 
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Example 392 

n- f 5- f 1 6 . 11 -Pi hvdro-5H- Pvrido f 2 . 3-bl [ 1 , 4 1 benzodiazeoin- 
5-yl 1 carb onyil-2-pvridinvIl-2-chloroPvridine-3- 

carfapxamide 

5 Example 393 

W-fS-f (jL ll-Dihydro-5H-ovridor2 . 2dbJ r 1 . 4 Ibenzodiazepin- 
s-yl i rarbonvll -7-nyridinvl ] -2- (di mer.hvlaminQ) pyridine- 3- 

carboxamide 
Example 394 

10 N- r.S- f (6, ll-Dihvdr?-5H-Pvridor2. 3-b l fl , 4 1 benzodiazepine 
■5-vl 1 garh nnvl ] -2-pvridinvI 1 -2-methvl thiophne-3- 

earboxamide 
Example 395 

N- 15- f f 6 , 1 1 d£j hvdr?-5H- pyrido f 2 , 3-bl r 1 , 4 1 benzodiazepine 
15 5-vI) carbnnyl 1 -2-Pvridinvl ] -3-nethy lthicohene-2- 

carfrpxainide 
Example 396 

N- T4- r <4 , hydropvrazolo T4 . 3-d 1 f 1 1 benzazepin-6 i 1H) - 
y 1 1 rarbonvl 1 phenyl 1 r 1 , 1 ! -bipheny 1 j -2-earboxamide 

20 A mixture of 0.278 g of 4,5- 

dihydropyrazolo[4 r 3-d] [l]benzazepine # 1.11 g of 4- 
[ ( [1, 1 1 -biphenyl]-2-carbonyl) aminolbenzoyl chloride and 
0.426 g of tiiH^diisopropylethylamine in 12 ml of 
dichloromethane-tetrahydrqfuran (1:1) is stirred at room 

25 temperature overnight. The mixture is poured into water 
and extracted with dichloromethane. The extract is 
washed with 2U Na2CC3, H2O, brine and dried (Na2S04) . 

The solvent is removed under vacuum to give 1*45 g of 

solid. To the preceding solid in 25 ml methanol- 
30 tetrahydrofuran (1:1) is added 2.78 ml of 2M NaOH and 

the solution stirred at room temperature for 3.5 hours. 

The solvent is removed under vacuum, water added to the 

residue and the mixture extracted with dichloromethane. 

The extract is washed with H20, 0.5 M citric acid; H2O, 
35 brine and dried (Na2S04) . The solution is passed 

through a thin pad of hydrous magnesuim silicate and the 
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filtrate concentrated to dryness. The residue (0.95 g) 
is triturated with ether-dichloromethane to give 0.17 g 
of crystals, m.p. 255°C-260°C; Anal, found for 
C31H24N402-1/2H2O: C, 75.9; H f 5.1; N # 10.8. 
5 Example 397 

N-f4-r (4. S-DihvrirrovrazoloM. 3-d^ [ 1 1 benzazepin-f (1H)- 
yl) carbonvl 1 -3-chloroohenyl l f 1. 1 ' -biphenvl ^ -2- 

carbwamide 

A mixture of 0.185 g of 4,5- 
10 dihydropyrazolo [4, 3-d] [IJbenzazepine, 0.814 g of 4- 
[([1,1 f -biphenyl]-2-carbonyl) amino] -2-chlorobenzoyl 
chloride and 0.284 g of H,U-diisopropy lethylamine in 
9 ml of dichloromethane-tetrahydrofuran (1:1) is stirred 
at room temperature overnight. The mixture is poured 
15 into water and extracted with dichloromethane. The 
extract is washed with 2£J NaOH, H20, brine and dried 
(Na2S04) . The solvent is removed under vacuum to give 

0.99 g of a solid. To the preceding solid in 15 ml of 
methanci-tetrahydrofuran (1:1) is added 1.75 ml of 2H 

20 NaOH and the solution stirred at room temperature for 2 
hours. The volatiles are removed under vacuum and the 
mixture extracted with chloroform. The extract is 
washed with 1M cirric acid, H20, brine and dried 
(Na2S04). The solution is filtered through a thin pad 

25 of hydrous magnesium silicate and the filtrate 

concentrated to dryness. The residue (0.76 g) is 
chromatographed on thick layer silica gel plates with 
hexane-ethyl acetate (1:2) as solvent to give 0.37 g of 
white solid, m.p. 172-202°C f Anal, found for 1/2 hydrate: 

30 C, 70.1; H, 5.0; 9.8; CI, 6.4. 

Example 398 

N- f 5- [ (4 . ?-Dihvdrcpyrazolo f 4 . 3-d 1 r 1 1 benzazeoin-6 (IF.) - 
vi )rarhonvi*-2 -oyridinvli • 1 , 1 ' -biphenvl 1 -2-carboxamide 
As described for Example 396, (0.1 mmol) of 
35 4, 5-dihydropyrazolo [4, 3-d] ;i]benzazepine is reacted with 
(0.21 mmol) of 6- [ ( [ 1 , 1 ' -bipheny 1 j -2-carbonyl ) amino ] 
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pyridine-3-carbonyl chloride to give the product as a 
light tan solid. Recrystallized from ethyl 
acetate/hexane, m.p. 228°C-234°C as white crystals. 

Example 399 

5 N- f 5- r (4 . S-Dihvdropvrazolo \A , Vdl nibenzazepin-fi MH^ - 
vl)carbQnvl1-2"Pvridinvll-5-fluoro-2-met:hvlbon7.afnlrtP 
As described for Example 396, 0.10 mmol of 
4, 5-dehydropyrazolo[4, 3-d] [ 1 ]benza2epine is reacted with 
0.21 mmol) of 6- ( (5-f luoro-2-methylbenzoyl) amino] -2- 
10 pyridine-3-carbonyl chloride to give the product as a 
tan solid, (0.15 g) m.p. 126°C-176°C: Mass Spec (FAB) - 
found 442 (M++H) . 

Example 4 00 

N- F5- (4H-Thienof3. 4-b^ f 1 . 5Tber.zodiazepin-9 f 10H> -vl-2- 
15 pvridinvl 1 -5-f luoro-2-methvlbenzaTnide 

As described by J.B. Press et al in Med . 
Chem .. 22j- 725 (1979), 9, 1 0-dihydro-4H~thieno [ 3, 4- 
fc] [1, 5]benzodiazepin-10 (9H) -one is prepared. This 
intermediate (4.8 g) is dissolved in tetrahydrofuran 
20 under nitrogen and 4.2 g of lithium aluminum hydride 

(LAH) is added portionwise with stirring. The mixture 
is refluxed for 18 hours and quenched by the dropwise 
addition of water. The mixture is extracted with 
chloroform and the extract is filtered through 
25 diatomaceous earth. The organic layer is washed with 
water (200 ml) , dried (Na2S04) and the solvent removed. 

The residual oil is chromatographed on thick layer 
silica gel plates with chloroform as eluent to give 1.2 
g of 9, 10-dihydro-4ii-thieno [3, 4-b] [1, 5] benzodiazepine as 

30 a solid. The proceeding compound (0.5 g) is reacted 
with 1.06 g of 6- [ (5-fluoro-2-methylbenzoyl) amino] 
pyridine-3-carbonyl chloride, hydrochloride in 
dichloromethane which contains 7 ml of H,R- 
diisopropylethylamine. The mixture is stirred at room 

35 temperature for 16 hours and then is washed with water, 
1U HCl, saturated sodium bicarbonate solution, water and 
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dried (Na2S04> . The solvent is removed and the residue 
purified by chromatography on silica gel with ethyl 
acetate-hexane (1:3) to give 1.1 g of a solid, m.p. 

89°C-92°C. 
5 Example 401 

M- t£- <4V>Th^nn [ 2 . 4- hl f 1 . 51 benzodiazepine ( 1 OH) -vl) - 
phPnyl HI, 1 '-biphgnvli-?-f-arhny.^irfft 
As described for Example 400, 9, 10-dihydro-4H- 
thieno [3, 4-fc] [1, 5]benzodiazepine is reacted with 4- 
10 [ < [l, 1 ' -biphenyl] -2-carbonyl) aminojbenzoyl chloride to 

give the product as a solid. 

Example 402 

N'-f4- MH-Thieno n . 4-bl LLi 5 ] benzodiazepine 9 (10H1 -yl) -3- 
r^inrophpnyn m . i ■ -b i phony n - 2 - ca rbox ami de 
15 As described for Example 400, 9, 1 0-dihydro-4H- 

thieno[3,4-b] [I* 5]benzodiazepine is reacted with 4- 
[ ( [1, 1 1 -biphenyl] -2-carbonyl) amino] -2-chlorobenzoyl 
chloride to give the product as a solid. 

Example 4Q3 

20 M-fS- LSHzZilififlall , 4-b* [_L 51 benzodiazepine (10H) -vl)-2- 
gyxidlayJJ ' -biphenyli -?-rarboyamide 

As described for Example 400, 9, 10-dihydro-4H- 
thieno[3, 4-b} [l,5]benzodiazepine is reacted with 6- 
[([1,1' -biphenyl ] -2-carbonyl) amino) -pyridine- 3-carbonyl 
25 chloride to give the product as a solid. 

Example 4Q4 

c,n -r-hyriro-lO- l&z ilzlh 4 envl ) b pn?ny 1 1-1 DM- 
fi^bon2 r b,ei [ 1 , 4 ) di azepine 
A mixture of 3 g of 4- (2-thienyl) benzoic acid 
30 and 30 ml of sulfonyl chloride is refluxed for 45 
minutes and the solvent removed. The residue is 
dissolved in carbon tetrachloride and the solvent 
removed under vacuum (2-times) to give 4- (2-thienyl) 
benzoyl chloride. To a cooled <C°C) solution of 2.0 g 
35 of 5, ll-dihydro-10»-diber.z(b,e) [1, 4]diazepine and 7 ml 
of H#li-ciiisopropylethylamine in 30 ml of dichloromethane 
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is added dropwise a solution of 3.15 g of 4-<2- 
thienyl) benzoyl chloride in 30 ml of dichloromethane . 
The mixture is stirred at room temperature for 16 hours 
and diluted with 50 ml of chloroform. The solution is 
5 washed with 30 mi each of water, 2N HC1, saturated 
NaHC03, water and dried (Na2S04) . The solvent is 
removed under vacuum and the residue (3.1 g) 
chromatographed on silica gel (column) with hexane-ethyl 
acetate (2:1) as eluent to give 1.8 g of solid, m.p. x 
10 114°C-116°C. 

Example 405 
5, n-nihvrir^-lP-M- <3-thi gnvl > benzoyl! -10H- 
dibQP.gfb.ei H . 4 1 diazeoine 
To a mixture of 2.0 g cf 5, ll-dihydro-lOH- 
15 dibenz [b,e] (1, 4]diazepine and 7 ml of H,tir 

diisopropylethylamine in 30 ml of dichloromethane is 
added dropwise a solution of 3.15 g of 4- (3- 
thienyl) benzoyl chloride in 30 ml of dichloromethane. 
The mixture is stirred 16 hours at room temperature and 
20 diluted with dichloromethane (50 ml) . The solution is 
washed with 30 ml each cf H2O, 2U HC1, saturated NaHC03, 
water and dried (Na2S04) . The solvent is removed under 
vacuum and the residue purified by chromatography on 
silica gel with hexane-ethyl acetate as eluent to give a 

25 solid. 

PjnHlnrr Bc.gay r~ Rat H^pati^ Vj ^ P^ptors 

Rat liver plasma membranes expressing the 
vasopressin Vi receptor subtypes are isolated by sucrose 
density gradient according tc the method described by 

30 lesko et al., (1973). These membranes are quickly 

suspended in 50.0 mM Tris.HCl buffer, pH 7.4, containing 
0.2% bovine serum albumin (3SA) and 0.1 mM 
phenylmethylsulfonyifluoride (PMSF) and kept frozen at - 
70°C until used in subsequent binding experiments. For 

35 binding experiments, the following is added to the wells 
of a ninety-six well format microliter plate: 100 ml of 
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100.0 mM Tris.HCl buffer containing 10.0 mM MgCl2/ 0.2% 
heat inactivated BSA and a mixture of protease 
inhibitors: leupeptin, 1.0 mg%; aprotinin, 1.0 mg %; 
1, 10-phenanthroline, 2.0 mg %; trypsin inhibitor, 10.0 
5 mg % and 0.1 mM PMSF, 20.0 ml of [phenylalany 1-3, 4, 5, - 
3 H] vasopressin (S.A. 45.1 Ci/mmole) 0.8 mM, and the 
reaction initiated by the addition of 80 ml of tissue 
membranes containing 20 mg of tissue protein. The 
plates are kept undisturbed on the bench top at room 

10 temperature for 120 min. to reach equilibrium. Non- 
specific samples are assayed in the presence of 0.1 mM 
of the unlabeled antagonist phenylalanylvasopressin, 
added in 22 .0 ml volume. 

For test compounds, these are solubilized in 

15 50% dimethylsuif oxide (DMSO) and added in 20.0 ml volume 
to a final incubation volume of 200 mi. Upon completion 
of binding, the content of each well is filtered off, 
using a Brandel® cell Harvester (Gaithersburg, MD) . The 
radioactivity trapped on the filter disk by the ligand- 

20 receptcr complex is assessed by liquid scintillation 

counting in a Packard LS Counter, with an efficiency of 
65% for tritium. The data are analyzed for IC50 values 

by the LUNDON-2 program for competition (LUNDON 

SOFTWARE , OH) and displayed in Table I. 

25 Binding Assay to Rat Kidney Medullary V ? Receptors 

Medullary tissues from rat kidneys are 
dissected out, cut into small pieces and soaked in a 
0.154 mM sodium chloride solution containing 1.0 mM EDTA 
with many changes of the liquid phase, until the 

30 solution is clear of blood. The tissue is homogenized 
in a 0.25 M sucrose solution containing 1.0 mM EDTA with 
many changes of the liquid phase, until the solution is 
clear of blood. The tissue is homogenized in a 0.25 M 
sucrose solution containing 1.0 mM EDTA and 0 . 1 mM PMSF 

35 using a Potter-Eiveh jem homogenizer with a teflon 
pestle. The hcmogenate is filtered through several 
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layers (4 layers) of cheese cloth. The filtrate is 
rehomogenized using a dounce homogenizer, with a tight 
fitting pestle. The final homogenate is centrifuged at 
1500 X g for 15 min. The nuclear pellet is discarded 
5 and the supernatant fluid recentrifuged at 40,000 x g 
for 30 min. The resulting pellet formed contains a dark 
inner part with the exterior, slightly pink. The pink 
outer part is suspended in a small amount of 50.0 mM 
Tris.HCl buffer, pH 7.4. The protein content is 

10 determined by the Lowry's method (Lowry et al., J. Sifil. 
Chem . , 1953). The membrane suspension is stored at - 
70°C, in 50.0 mMTris.HCi, containing 0.2% inactivated 
BSA and 0 . 1 mM PMSF in aliquots of 1.0 ml containing 
10.0 mg protein per ml of suspension until sue in 

15 subsequent binding experiments. 

For binding experiments, the following is 
added in mi volume to wells of a 96 well format of a 
microtiter plate: 100.0 mi of 100.0 mM Tris.HCl buffer 
containing 0.2 % heat inactivated BSA, 10.0 mM MgCL2 and 

20 a mixture of protease inhibitors: leupeptin, 1.0 mg %; 
aprotinin, 1.0 mg % 1, 10-phenanthroline, 2.0 mg %; 
trypsin inhibitor, and 0.1 mM PMSF, 20.0 ml of [ 3 H] 
Arginine 8 , vasopressin (S.A. 75.0 Ci/mmole) at 0.8 nM 
and the reaction initiated by the addition of 80.0 ml of 

25 tissue membranes (200.0 mg tissue protein). The plates 
are left undisturbed on the bench top for 120 minutes to 
reach equilibrium. Non-specific binding is assessed in 
the presence of 1.0 mM of unlabeled ligand, added in 20 
ml volume. For test compounds, these are solubilized in 

30 50% dimethylsulfcxide (DMSO) and added in 20.0 ml volume 
to a final incubation volume of 2C0 ml. Upon completion 
of binding, the content of each well is filtered off, 
using a Brandel® cell Harvester (Gaithersburg, MD) . The 
radioactivity trapped cn the filter disk by the ligand- 

35 receptor complex is assessed by liquid scintillation 

counting in a Parkard LS Counter, with an efficiency of 
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65% for tritium. The data are analyzed for IC50 values 
by the LUNDON-2 program for competition (LUNDON 
SOFTWARE, OH) and displayed in Table I. 

5 Radioligand Binding Experiments with Human Platelpr 

(a> Platelet Membrane Preparation; 

Frozen platelet rich plasma (PRP) , received 
from the Hudson Valley Blood Services, are thawed to 

10 room temperature. (Platelet Source: Hudson Valley Blood 
Services, Westchester Medical Center, Valhalla, NY) . 
The tubes containing the PEP are centrifuged at 
16,000 x g for 10 minutes at 4°C and the supernatant 
fluid discarded. The platelets resuspended in an equal 

15 volume of 50.0 mM Tris. HCL, pH 7.5 containing 120 mM 
NaCl and 20.0 mM EDTA. The suspension is recentrifuged 
at 16,000 x g for 10 minutes. This washing step is 
repeated one more time. The wash discarded and the 
lysed pellets homogenized in low ionic strength buffer 

20 of Tris. HC1, 5.0 m, pH 7.5 containing 5.0 mM EDTA. The 
homogenate is centrifuged at 39,000 x g for 10 minutes. 
The resulting pellet is resuspended in Tris.HCl buffer, 
70.0 mM, pH 7.5 and recentrifuged at 39,000 >: g for 10 
minutes. The final pellet is resuspended in 50.0 mM 

25 Tris.HCl buffer pH 7.4 containing 120 mM NaCl and 5.0 mM 

KC1 to give 1.0-2.0 mg protein per ml of suspension. 

(b) Bindinc to Vasopressin Vj_ recector subtype in Human 

Platelet Membranes * 

In wells of a 96 well format microtiter plate, 

30 add 100 ml of 50.0 mM Tris. HCi buffer containing 0.2% 
BSA ana a mixture of protease inhibitors (aprotinin, 
leupeptin etc.) Then add 20 mi of i 3 H]Ligand (Manning 
or Arg 8 Vasopressin) , to give final concentrations 
ranging from 0.01 to 10.0 nM. Initiate the binding by 

35 adding 80.0 ml of platelet suspension (approx. 100 mg 

protein) . Mix all reagents by pipetting the mixture up 
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and down a few times. Non specific binding is measured 
in the presence of 1.0 mM of unlabeled ligand (Manning 
or Arg&Vasopressin) . Let the mixture stand undisturbed 
at room temperature for ninety (90) minutes. Upon this 
5 time, rapidly filter off the incubate under vacuum 
suction over GF/B filters, using a Brandel Harvester. 
The radioactivity caught on the filter disks is 
determined by the addition of liquid scintillant and 
counting in a liquid scintillator. 
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fiinriina to Me mbranes of Mouse Fibroblast Cell Line (LV- 
2) Transferred with the cDNA Expressing the Human V£ 

Vasopressin Receptor 

(a) Membrane Preparation 

5 Flasks of 175 ml capacity, continuing attached 

cells grown to confluence, are cleared of culture medium 
by aspiration. The flasks containing the attached cells 
are rinsed with 2x5 ml cf phosphate buffered saline 
(PBS) and the liquid aspirated off each time. Finally, 

10 5 ml of an enzyme free dissociation Hank 1 s based 

solution (Specialty Media, Inc., Lafayette, NJ is added 
and the flasks are left undisturbed for 2 minutes. The 
content cf all flasks is poured into a centrifuge tube 
and the cells pelleted at 300 x g for 15 minutes. The 

15 Hank's based solution is aspirated off and the cells 

homogenized with a polytron at setting #6 for 10 sec in 
10.0 mM Tris.HCl buffer, pK 7.4 containing 0.25 M 
sucrose and 1.0 mM EDTA. The homogenate is centrifuged 
at 1500 >: g for 10 minutes to remove ghost membranes. 

20 The supernatant fluid is centrifuged at 100,000 x g for 
60 minutes to pellet the receptor protein. Upon 
completion, the pellet is resuspended in a small volume 
of 50.0 mM Tris.HCl buffer, pH 7,4. The protein content 
is determined by the Lowry method and the receptor 

25 membranes are suspended in 50.0 mM Tris.HCl buffer 

containing 0.1 mM phenylmethylsulfonylf luoride (PMSF) 
and 0.2% bovine serum albumin (BSA) to give 2.5 mg 
receptor protein per ml of suspension. 

(b) Receptor Binding 

30 For binding experiments, the following is 

added in mi volume to wells of a 96 well format of a 
microtiter plate: 100.0 ml of 100.0 mM Tris.HCl buffer 
containing 0.2% heat inactivated BSA, 10.0 mM MgCl2 and 
a mixture of protease inhibitors: ieupeptin, 1.0 mg%; 

35 aprotinin, 1.0 mg%; 1, 10-phenanthrcline, 2.0 mg %; 

trypsin inhibitor, 10.0 mg % and 0 . 1 mM PMSF., 20.0 ml 
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of [ 3 H] Arginine 9 , vasopressin (S.A. 75.0 Ci/nunole) at 
0.8 nM and the reaction initiated by the addition of 
80.0 ml of tissue membranes (200.0 mg tissue protein). 
The plates are left undisturbed on the bench top for 120 
5 minutes to reach equilibrium. Non specific binding is 
assessed in the presence of 1.0 mM of unlabeled ligand, 
added in 20 ml volume. For test compounds, these are 
solubilized in 50% dimethylsulf oxide (DMSO) and added in 
20.0 ml volume to a final incubation volume of 200 ml. 

10 Upon completion of biding, the content of each well is 
filtered off, using a Brandel® cell Harvester 
(Gaithersburg, MD) . The radioactivity trapped on the 
filter disk by the ligand- receptor complex is assessed 
by liquid scintillation counting in a Packard LS 

15 Counter, with an efficiency of 65% for tritium. The 
data are analyzed for IC50 values by the LUNDON-2 
program for competition < LUNDON SOFTWARE, OH) and the 
data is displayed in Table I. 

Vasopressin V2 Antagonist Activi ty in Consrinng HvH^pH 
20 Rats: 

Conscious hydrated rats are treated with 
compounds under study from 0.1 to 100 mg/kg orally or 
vehicle. Two to four rats are used for each compound. 
One hour later, arginine vasopressin (AVP, antidiuretic 
25 hormone, ADH) dissolved in peanut oil is administered at 
0.4 mg/kg int raperitoneally . Two rats in each test 
would not receive arginine vasopressin but only the 
vehicle (peanut oil) to serve as water-loading control. 
Twenty minutes later each rat is given 30 mL/kg of 
30 deionized water orally by gavage and is placed 

individually in a metabolic cage equipped with a funnel 
and a graduated glass cylinder to collect urine fdr four 
hours. Urine volume is measure and osmolality analyzed 
by use of a Fiske One-Ten osmometer (Fiske Assoc., 
Norwood, MA, USA) . Urinary sodium, potassium, and 
chloride are analyzed by use cf ion-specific electrodes 
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in a Beckman E3 (Electrolye 3) Analyzer. In the 
following results, decreased urine volume and decreased 
osmolality relative to AVP-control indicates activity. 

Vasopressin Antagonist Activity in Conscious Rats: 

Conscious rats are restrained in a supine 
position with elastic tape. The area at the base of the 
tail is locally anesthetized by subcutaneous 
infiltration with 2% procaine (0.2 ml). Using aseptic 
technique to the ventral caudal tail artery is isolated 
and a cannula made of FE 10 and 2C (heat-fused) tubing 
is passed into the lower abdominal aorta. The cannula 
is secured, heparinized (1000 iu/cc) , sealed and the 
wound closed with one cr two stitches cf Dexon 4-0. The 
caudal vein is also cannulated in the same manner for 
intravenous drug administration. The duration of the 
surgery is approximately 5 minutes. Additional local 
anesthesia (2% procaine or iidocaine) is provided as 
needed. 

The animals are placed in plastic restraining 
cages in an upright position. The cannula is attached 
to a Statham P23Db pressure transducer and pulsatile 
blood pressure is recorded. Increase of systolic blood 
pressure responses to arginine vasopressin 0.01 and 0.2 
international unit (I.U.) (350 I.U.= 1 mg) injections 
are recorded prior to any drug (compound) 
administration, after which each rat is dosed orally 
with compounds under study C. 1-1 00 mg/kg (10 cc/kg) or 
intravenously 0.1-30 mg/kg (1 cc/kg). The vasopressin 
injections are repeated 30,60,90,120,180,240 and 300 
minutes later. Percentage of antagonism by the compound 
is calculated using the ore-drug vasopressin vasopressor 
response as 100%. 
Oxytocin Rorrpptnr Bindinc 
(a) Mpnbrang Preparation 

Female Sprague-Dawley rats weighing 
approximately 200-250 g are injected intramuscularly 
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(i.m.) with 0.3 mg/kg of body weight of 
diethylstilbestrol (DES) . The rats are sacrificed 18 
hours later under pentobarbital anesthesia. The uteri 
are dissected out, cleaned of fat and connective tissues 

5 and rinsed in 50 ml of normal saline. The tissue pooled 
from six rats is homogenized in 50 ml of 0.01 mM Tris. 
HC1, containing C . 5 mM dithiothreitol and 1.0 mM EDTA, 
adjusted to pH 7.4, using a polytron at setting 6 with 
three passes of 10 sec each. The homogenate is passed 

0 through two (2) layers of cheesecloth and the filtrate 
centrifuged at 1000 x g for 10 minutes. The clear 
supernatant is removed and recentrifuged at 165,000 x g 
for 30 minutes. The resulting pellet containing the 
oxytocin receptors is resuspended in 50.0 mM Tris.HCl 

5 containing 5.0 mM MgCl2 at pH 7.4, to give a protein 
concentration of 2.5 mg/ml of tissue suspension. This 
preparation is used in subsequent binding assays with 
[ 3 H]oxytccin. 
(b) Radioligand Finding 

0 3inding cf 3, 5- [ 3 H] Oxytocin ([ 3 H]OT) to its 

receptors is done in microliter plates using [ 3 H]OT, at 
various concentrations, in an assay buffer of 50.0 mM 
Tris.HCl, pH 7.4 and containing 5.0 mM MgCl2, and a 

mixture cf protease inhibitors: BSA, 0.1 mg; aprotinin, 
5 1.0 mg; 1, 10-phenanthroline, 2.0 mg; trypsin, 10.0 mg; 
and PMSF, 0.3 mg per 100 ml cf buffer solution. Non- 
specific binding is determined in the presence of 1.0 uM 
unlabeled CT. The binding reaction is terminated after 
60 minutes, at 22°C, by rapid filtration through glass 
0 fiber filters using a Erandel® cell harvester 

(Biomedical Research and Development Laboratories, Inc., 
Gaithersburg, MD) . Competition experiments are 
conducted at equilibrium using 1.0 nM [ 3 H]0T and varying 
the concentration of the displacing agents. The 
5 concentrations cf agent displacing 50% of [ 3 H]OT at its 
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sites (IC50) are calculated by a computer assisted 
LUNDON-2 program (LUNDON SOFTWARE INC., Ohio, USA). 

Rinriino ^ssav t o Rat Hepatic; Vj^ Receptors and Rat Kidnev 

5 MArinllarv V ? EfiCfiBLaES or »3indino. to V1 Receptor 

Snhtype in Human Platelet and **FSindin p to membranes of 

HSOiSS Fibrobla st Call Line (LV-?) Transferred with the 
r nwa FvprP^ino the Human V? Receptor 

Table I 
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Cont'd. 
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Table II 

Vasopressin V£ Antagonist Activity 

In Conscious Hvdrated Rats 



Ex. No. 



26 
45 



32 



24 
27 



Dose 
(ma/kc) 



10 
10 
10 
10 



10 
10 
10 



78 



76 



Urine Volume 
(ml/4 hrs) 

13.3 ± 0.3 
12.1 ± 1 

12.4 £ 0.6 
2 - 0.2 

4.5 
6.6 
6 . S 

16.5 



16.5 
4.3 
3.3 



Osmolality 
(MOsn/kc) 
229 ± 6 
497 ± 53 
361 + 30 
1226 ± 58 
1058 
979 
678 
591 
726 
591 
14 92 
1317 



20 

* water-load control 

** Water-load 

Control +DMSO(10%) 
(20%) 

25 ** * AV?-ccntrcl 
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Vasopressin Ant. iriiu ret j c (V2> Response in Conscious Rats 
with Free Access to Water Drinking Before But Not During 

the Experiment : 

5 

Male or female normotensive Sprague-Dawley rats (Charles 
River Laboratories, Inc., Kingston, NY) of 400-450 g of 
body weight were supplied with Laboratory Rodent Feed 
#5001 (PMI Feeds, Inc., Richmond, IN) and water ad 

10 libitum. On the day of test, rats were placed 
individually into metabolic cages equipped with 
stainless steel screens (to separate the feces from the 
urine) and funnels for collection of urine. Compounds, 
vehicle, or reference agent was given at various oral 

15 doses. During the test, rats were provided with no 
water or food. After dosing, urine was collected in 
graduated cylinders for four hours. Urine volume was 
measured. Urinary osmolality was determined using a 
Fiske One-Ten Osmometer (Fiske Associates, Norwood, MA 

20 02062) . An aliquot of each urine collection was 
analyzed for Na + ,K + and CI" using ion specific 
electrodes a in Beckman E3 (Electrolyte 3) analyzer. 
The vehicle used for testing compounds was 20% 
dimethylsulf oxide (DMSO) in 2.5% preboiled starch. 

25 

Table IV list results with compounds tested by this 
procedure. 
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Table iv 

Va^p^.qip. V£ Ani- agonist: Artivir.v in Conscious Rats 



5 



10 



15 



Ex. NO. 


Dose 


N 


Urine Volume 


Osmolality 




(rag/Kg) 




(ml/4 hrs) 


(MOsm/kg) 


w 




16 


7-10±2 


981134 


47 


10 


2 


22.0 


394 


66 


10 


2 


17.0 


442 


67 


IC 


2 


21.5 


402 I 


134 


10 


2 


40.5 


333 




3 


2 


28 


396 




i 


2 


18.2 


596 ! 


133 


10 


2 


' 27.5 


234 


135 


10 


2 


39.5 


284 




2 


2 


26.8 


391 




i 


2 


19.5 


526 


176 


10 




12.6 


567 


218 


10 


2 


< 34 


222 


257 


10 


2 


22.5 


317 


301 


10 


2 


41.5 


363 


302 


10 


2 


40 


356 


352 


10 


2 


9.3 


779 


396 


10 


2 


21.8 


238 


397 


10 


2 


29.8 


288 


398 


10 


2 


20.5 


316 


399 


10 


2 


17.0 


404 


400 


10 


2 


24.8 


270 


404 


10 


2 


6 


909 



"Control DMSO (20%>-2.5% corn starch 



Compounds were dissolved in DMSO and then diluted in 
2.5% corn starch (final concentration of DMSO was 20%). 
All rats were orally dosed with this mixture at lOmV kg, 
by gavage. 
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Table III 

Oxytocin Binding Assay 



10 



15 



Ex. No. 


Dose (HM) 


% Inhibition 


IC50 (|iM) 


1 


1 


12 


— 


2 


10 


B6 


1.1 


4 


10 


20 




12 


10 


76 


0 . 61 


24 


10 


97 


1.8 


25 


10 


94 


0.113 


26 


10 


73 


2.5 


2? 


1 


83 




32 


10 


88 


1.8 


33 


1 


37 




45 


1 


54 





The compounds of the present invention can be 
used in the form of salts derived from pharmaceutically 

20 or physiologically acceptable acids or bases. These 
salts include, but are not limited to, the following: 
salts with inorganic acids such as hydrochloric acid, 
sulfuric acid, nitric acid, phosphoric acid and, as the 
case may be, such organic acids as acetic acid, oxalic 

25 acid, succinic acid, and rr.aieic acid. Other salts 
include salts with alkali metals or alkaline earth 
metals, such as sodium, potassium, calcium or magnesium 
or with organic bases. The compounds can also be used 
in the form of esters, carbamates and other conventional 

30 "pro-drug" forms, which, when administered in such form, 
convert to the active moiety Jji vi vo . 

When the compounds are employed for the above 
utilities, they may be combined with one or more 
pharmaceutically acceptable carriers, for example, sol- 

35 vents, diluents and the like, and may be administered 
orally in such forms as tablets, capsules, dispersible 
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powders, granules, or suspensions containing, for exam- 
ple, from about 0.05 to 5% of suspending agent, syrups 
containing, for example, from about 10 to 50% cf sugar, 
and elixirs containing, for example, from about 20 to 
5 50% ethanol, and the like, or parenterally in the form 
of sterile injectable solutions or suspensions contain- 
ing from about 0.05 to 5% suspending agent in an 
isotonic medium. Such pharmaceutical preparations may 
contain, for example, from about 25 to about 90% of the 

10 active ingredient in combination with the carrier, more 
usually between about 5% and 60% by weight. 

The effective dosage of active ingredient 
employed may vary depending on the particular compound 
employed, the mode cf administration and the severity of 

15 the condition being treated. However, in general, 

satisfactory results are obtained when the compounds of 
the invention are administered at a daily dosage of from 
about 0.5 to about 500 mg/kg of animal body weight, 
preferably given in divided doses two to four times a 

20 day, or in a sustained release form. For most large 
mammals the total daily dosage is from about 1 to 100 
mg, preferably from about 2 to 80 mg. Dosage forms 
suitable for internal use comprise from about 0.5 to 
500 mg cf the active compound in intimate admixture with 

25 a solid or liquid pharmaceutical ly acceptable carrier. 
This dosage regimen may be adjusted to provide the 
optimal therapeutic response. For example, several 
divided doses may be administered daily or the dose may 
be proportionally reduced as indicated by the exigencies 

30 of the therapeutic situation. 

These active compounds may be administered 
orally as well as by intravenous, intramuscular, or sub- 
cutaneous routes. Solid carriers include starch, lac- 
tose, dicalcium phosphate, microcrystalline cellulose, 

35 sucrose and kaolin, while liquid carriers include 

sterile water, polyethylene glycols, non-ionic surfac- 
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tants and edible oils such as corn, peanut and sesame 
oils, as are appropriate to the nature of the active in- 
gredient and the particular form of administration de- 
sired. Adjuvants customarily employed in the prepara- 
5 tion of pharmaceutical compositions may be advan- 
tageously included, such as flavoring agents, coloring 
agents, preserving agents, and antioxidants, for 
example, vitamin E, ascorbic acid, BHT and BHA. 

The preferred pharmaceutical compositions from 
10 the standpoint of ease of preparation and administration 
are solid compositions, particularly tablets and hard- 
filled or liquid-filled capsules. Oral administration 
of the compounds is preferred. 

These active compounds may also be adminis- 
15 tered parenteraliy or intraperitoneally . Solutions or 
suspensions cf these active compounds as a free base or 
pharmacologically acceptable salt can be prepared in 
water suitably mixed with a surfactant such as hydrox- 
ypropylcellulose. Dispersions can also be prepared in 
20 glycerol, liquid, polyethylene glycols and mixtures 

thereof in oils. Under ordinary conditions of storage 
and use, these preparations contain a preservative to 
prevent the growth of microorganisms. 

The pharmaceutical forms suitable for in- 
25 jectable use include sterile aqueous solutions or dis- 
persions and sterile powders for the extemporaneous 
preparation cf sterile injectable solutions or disper- 
sions. In all cases, the form must be sterile and must 
be fluid to the extent that easy syringability exits. 
30 It must be stable under conditions cf manufacture and 
storage and must be preserved against the contaminating 
action cf microorganisms such as bacterial and fungi. 
The carrier can be a solvent cr dispersion medium con- 
taining, for example, water, ethanol (e.g., glycerol, 
35 propylene glycol and liquid polyethylene glycol), 
suitable mixtures thereof, and vegetable oil. 
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The new tricyclic non-peptide vasopressin 
antagonists cf this invention are useful in treating 
conditions where decreased vasopressin levels are 
desired, such as in congestive heart failure, in disease 
5 conditions with excess renal water reabsorption and in 
conditions with increased vascular resistance and 
coronary vasoconstriction. 

In particular, the vasopressin antagonists of 
this invention are therapeutically useful in the 
10 treatment and/or prevention cf hypertension, cardiac 
insufficiency, coronary vasospasm, cardiac ischemia, 
renal vasospasm, liver cirrhosis, congestive heart 
failure, nephritic syndrome, brain edema, cerebral 
ischemia, cerebral hemorrhage-stroke, thrombosis- 
15 bleeding and abnormal states of water retention. 

In particular, the oxytocin antagonists of 
this invention are useful in the prevention of preterm 
labor and premature birth which is a significant cause 
of infant health problems and infant mortality. 

20 
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25 



30 



35 



We claim: 



I: 




10 

Formula I 

wherein Y is selected from (CK2)n* 0, S, NH, NCOCH3, N- 
lower alky I (C1-C3) , CH- lower alkyl (C1-C3) , CHNH- lower 
alkyl (C1-C3) , CHMH2f CHN [lower alkyl (C1-C3) ] 2# CHO-lower 
15 alkyl (C1-C3), CHS-lowef alkyl (C1-C3) # 
wherein n is an integer from 0-2; 
A-B is 



20 



-(CH 2 ) m -N or N-(CH 2 ) m " 

*3 



wherein m is an integer from 1-2, provided that when Y 
is -(CH2)n~ and n=2, m may also be zero and when n is 

zero, m may also be three, provided also that when Y is 
-<CH2)n- and n is 2, m may not also be two; 
Rl is hydrogen, halogen (chlorine, bromine, fluorine, 
iodine), OK, -S-iower alkyl (C1-C3) , -SH, -SO lower 
alkyl (C1-C3) , -SO2 lower alkyl (C1-C3) , -CO-lower 
alkyl (C1-C3) , -CF3, lower alkyl (C1-C3) # O-lower 
alkyl (C1-C3) , -NO2, -NH2, -NHCO lower alkyl (C1-C3) , -N- 
[lower alkyl (C1-C3) 12/ -SO2NH2, -SO2NK lower alkyl 
(C1-C3), or -S02N[lower alkyl (C1-C3) ] H 
R2 is hydrogen, CI, Br, F, I, -OH, lower alkyl (C1-C3) , 
O-lower alkyl (C1-C3) , or Ri and R2 taken together are 
methylenecioxy or ethylenedioxy; 
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R3 is the moiety 



wherein Ar is a moiety selected from the group 

5 




and X is 0, S, -NCH3 or -NH 

R4 is selected from hydrogen, lower alkyl <Ci-C3) , -CO 
lower alkyl (C1-C3) ; 

R5 and R7 are selected from hydrogen, (C3.-C3) lower 

alkyl, (C1-C3) lower alkoxy and halogen 

Rg is selected from (a) moieties of the formula: 
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-NCOAr', 
I 

R 



-NCOCH 2 Ar' 



- NCON-Ar , 
I I 



-NCO(CH.) n -cycloalkyl, 
/^R, . N-S0 2 CH 2 ~<r^ 



R 



10 0 
II 

-N-P 
I 

R 




15 



-NSO z -lower alkyl(C 3 -C g ), 
R_ 



R, 

-NS0 2 -lower alkenyl(C 3 -C g ) 
I 

R. 



20 



25 



30 



-NH-C-O-lower alkyl(C 3 -C g )straigKt or branched 

V 

-NH-C-lower alkyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-O-lower alkenyKC^-C^straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C g )straight or branched, 

wherein cycloalkyl is defined as C3 to C6 cycloalkyl. 
cyclohexenyl or cyclopentenyl ; R a is hydrogen, CH3, 
C2H5, moieties of the formulae: 
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/ 



(CH^-N O 



- (CH2) 2-0- lower alkyl (C1-C3 ) or -CH2CH2OH; q is one, two 
10 cr three; Rb is hydrogen. -CH3 or -C2H5;and 
(b) a moiety of the formula: 
-X-Ric, wherein Rio is lower alkyl (C3-C8 ) . lower 
alkenyl {C3-C8) . - (C»2 ) p-cycloalky I {C3 -C6 ) . 



15 



20 



25 



30 



R_ 



R_ 




N 



R. 

/ 3 



R. 



-<py p -f \\ 



o 



and p is zero to three; 
X is C, S, NH, NCH3, 



- 178 - 

SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCIYUS96/01O51 



C= O or a bond 

/ 

and R5 and P.7 are as previously defined, 
(c) a moiety of the formula: 

I 

5 - N-COJ 

wherein C is R a , lower alkyl (C3-C8) branched or 
unbranched, lower alkenyl (C3-C8) branched cr unbranched, 
-0- lower alkyl (C3-C8) branched cr unbranched, -0-lower 
10 alkenyl (C3-C8) branched or unbranched, tetrahydrof uran, 
tetrahydrothiophene, the moieties 




or -CH2-K" wherein K * is halogen, -OH, tetrahydrofuran, 
15 tetrahydrothiophene or the heterocyclic ring moiety: 

— N E 

\ / 
G=F 

wherein D. E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
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substituted with halogen, (C1-C3) lower alkyl, hydroxy, 
-CO-lower alkyl (C1-C3 ) , CHO, (C1-C3) lower alkoxy, -CO2- 
lower alkyl {C1-C3 ) , and R a and Rb are as hereinbefore 
defined; 

5 (d) a moiety selected from those of the formulae: 



N- COCHAr , 
R 

c 

o 

II 

-O-C-lower alkyl (C r C 3 ) , -S-lower alkyl(C 1 -C 3 ) 



-S , - NH(CH,) q - CON 

- NHCH,) - N , - O- N x 



wherein R c is selected from halogen, (C1-C3) lower alkyl, 
10 -O- lower alkyl (C1-C3) and OH; Rb is as hereinbefore 
defined; 

wherein Ar ' is selected from the group: 
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R 5 8 

^2> 



R9 



R 0 



W 



--4 






R3 an= R? are independently hydrogen, lower alkyl 
(C1-C3), O-lower alkyl (C1-C3 ) , S-lower alkyl (C1-C3 ) . 
5 -CF3. -CN, -OH, -SCF3 , -OCF3, halogen, NO2. amino, or 
-NH-lower alkyl (C1-C3 ) » -N- [lower alkyl (C1-C3) )2. 
-N(Rb) (CH2)q-N(Rb)2; 

W is selected from 0, S, NH, N-lower alkyl (Ci-C3>, 
-NCO-lower alkyl (C1-C3 ) . or NSO2- lower alkyl (C1-C3) 
10 R25 is selected from the moieties 
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represents: (1) phenyl or substituted phenyl optionally 
substituted by one or two substituents selected from 
(C1-C3) lower alkyl, halogen, amino, (C1-C3) lower alkoxy, 
5 and (C1-C3) lower alkylamino; (2) a 5-membered aromatic 
(unsaturated) heterocyclic ring having one heteroatom 
selected from C, N and S; (3) a 6- member ed aromatic 
(unsaturated) heterocyclic ring having one nitrogen 
atom; (4) a 5 or 6-membered aromatic (unsaturated) 
10 heterocyclic ring having two nitrogen atoms; (5) a 5- 
( membered aromatic (unsaturated) heterocyclic ring haying 
one nitrogen atom together with either one oxygen or one 
sulfur atom; wherein the 5 or 6-membered heterocyclic 
rings are optionally substituted by {C1-C3) lower alkyl, 
IS formyl, a moiety of the formula: 



halogen or (C1-C3 ) lower alkoxy; and the pharmaceut ically 
20 acceptable salts, esters and pro-drug forms thereof. 



represents a phenyl ring optionally substituted by one 
or two substituents selected from (C1-C3 ) lower alkyl, 
25 halogen, amino, (C1-C3 > lower alkoxy and (C1-C3) lower 
alkyl amino and n, m, w , X, Y, A-B , R a , Rb< *1 , P-2 . 
R4 . R5, R6, R7> R8' RlO, -25 a ^e as previously 

defined in Claim 1. 



"(CH 2 ) q N 



2 . 



n compound according to Claim 1 wherein 



the moiety Z O 
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10 



25 



A compound according to Claim 1 wherein 



the moiety 




represents a 6-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen heteroatom and n, 
m, W, X, Y, A-B, R a , Rb/ Rl/ R2* R3, R4/ R5/ R6*R7, R8, 
R9* RlO, R25 are as previously defined in Claim 1. 

4. A compound according to Claim 1 wherein 



the moiety 

represents a 6-membered aromatic (unsaturated) 
heterocyclic ring having two nitrogen heteroatoms and Y, 
A-B, R a , Rb, Rl, R2/ R5, R6, R7, R8> R9, RlO, 

15 R25 are as previously defined in Claim 1. 

5. A compound according to Claim 1 wherein 




the moiety Z O 



represents a 5-membered aromatic (unsaturated) 
20 heterocyclic ring having one sulfur heteroatom and Y, 
A-B, R a , Rbr Rl, R2> R3, R4, R5/ R6, R7, R8, R9, RlO, 
R25 are as previously defined in Claim 1. 

6. A compound according to Claim I wherein 



the moiety 

represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one oxygen heteroatom and Y, 
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A-B, R a , Rb/ Rl/ R 2, R 3, R 5> R 6/ R 7, R8# R 9/ R 10, 

R25 are as previously defined in Claim 1. 

7. A compound according to Claim 1 wherein 
the moiety 

represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen heteroatom and Y, 
A-B, R a , Rbf *1/ *2/ R 3, R 5/ *7, R 8/ R 9* R 10, 

R25 are as previously defined in Claim 1. 
10 8. A compound according to Claim 1 wherein 



the moiety 



represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen heteroatom and Y, 
15 A-B, R a , Rb/ R 2> *3f R 4/ R 5* R 7, R 8> R 9r RlO, 

R25 are as previously defined in Claim 1. 

9. A compound according to Claim 1 wherein 





the moiety Z O 



20 represents a fused 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen and one sulfur 
heteroatom and Y, A-E, R a , Rb/ R l> R 2# R 3/ *4/ R 5/ R 6* 
R7r R 8/ R S> R 10, R 25 are as previously defined in Claim 
1. 

25 10. A compound according to Claim 1 wherein 



the moiety Z O 
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represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen and one oxygen 
heteroatom and Y, A-B, R a , F-b> Rl- R 2 . ^3* R5* R6> 

R7, R8« R 9' R 10, p 25 are as previously defined in Claim 
5 1. 

11. A compound according to Claim 1 wherein 



the moietv 



10 represents a phenyl ring, optionally substituted by one 
cr two substituents selected from (C3.-C3 ) lower a 1 ky 1 , 
halogen, amino, (C1-C3) lower alkoxy and (C1-C3) lower 
alkyl amino, Y is selected from -CH2-, 



-CH-loweralkyl(C r C 3 ) / -CHNH 2 ; -CHNH-lower alkyl (C^), 

I 1 - 

-CHN(CH 3 ) 2 . CHN (C 2 H 5 ) 2 . -CHO-lower alkyl (Cj-C^ 



15 



-CHS-loweralkyl(C 1 -C 3 ) 



20 



25 



and A-E, R a . Rb. *1 - R 2- R3- R4- R5. R6. R7. R8. R9< 
R 10, P-25 are & s previously defined in Claim 1. 

12 . A compound according to Claim 1 wherein 

Q 

the moietv Z O 

• o 

represents a 6-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen heteroatom, V is 
selected from -CH2- , 
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-CH-lower alkyKCj-Cg), -CHNH 2 ; -CHNH-lower alkyi (Cj-C 3 ), 

: 2 H 5^2 -CHO-lower alkyi (Cj-Cg), 



-CHN(CH 3 ) 2 _ C HN(C~H,). 



-CHS-lower alkyl(Cj-C 3 ) 

and A-B,Ra, Rfc>» Rl * R2 > *3 - R4 , R5, Re, R7 , R8> R? . RlO, 
R2 5 are as previously defined in Claim 1. 
5 13. A compound according to Claim 1 wherein 



the moiety Z O 



represents a 6-membered aromatic (unsaturated) 
10 heterocyclic ring having two nitrogen heteroatoms, V is 
selected from -CH2 - , 



•CH-lower alky l(C r C 3), -CHNH 2 ; -CHNH-lower alky] (Cj-Cj), 

Jhnch I 1 

-CHN(CH 3 ) 2 .CHN(C 2 H5) 2 . -CHO-lower alkyi (C^-C 3), 

I 

-CHS-lower alkyl(C 1 -C 3 ) 

15 and A-S.F. a . P-b. P-l- P-2 . P3. R4 . P-5. P-6- p -7 . P-8- P>? . RlO, 
P-25 are as previously defined in Claim 1. 

14. A compound according to Claim 1 wherein 
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the moiety Z O 



represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one sulfur heteroatom wherein V 
5 is selected from -CH2-, 



-CH-lower alkyl(C ] -C 3 ) / -CHNH 2 ; -CHNH-lower alkyl (Cj-Cg), 

-CHN,CH ) 1 I 

3 2 -CHN(C 2 H 5 ) 2 . -CHO-lower alkyl (Cj-C 3 ), 



-CHS-lower alkyl(C r C 3 ) 

and A-B.R a , Rfc>, Rl. R2 , ^3 . R4 * R5* R6* R7 ■ R8# R9. RlO, 
10 R25 are as previously defined in Claim 1. 

15. A compound according to Claim 1 wherein 




the moiety Z O 



represents a 5-membered aromatic (unsaturated) 
15 heterocylic ring having one oxygen heteroatom wherein Y 
is selected from -CH2-, 
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-CH-Iower alkyl(Cj-C 3 ), -CHNH 2 ; -CHNH-lower alkyl (C^-Cj, 
■CHNCH, 1 I 

-CHN(CH 3 ) 2 -CHN(C 2 H 5 ) 2 . -CHO-lower alkyl {C^C^, 



-CHS-lower alkyl(C r C 3 ) 

and A-B,R a , R b> R l» R 2> R 3 . R 5> R 6> R 7, R 8> R 9< R 10, 

R25 are as previously defined in Claim 1. 
5 16. A compound according to Claim 1 wherein 




the moiety Z O 



represents a 5-membered aromatic (unsaturated) 
10 heterocyclic ring having one nitrogen heteroatom. V is 
selected from -CH2~ . 

i i i 

-CH-loweralkyKC^Cj), -CHNH 2 ; -CHNH-lower alkyl (CyCJ, 

I | , 

-CHN(CH 3 ) 2 . CH N(C 2 H 5 ) 2 . . C HO-i<»ver alkyl (C^), 



-CHS-lower alkyHCj-Cg) 

and A-B.R a - Rfc>. Rl - R 2 . P-3. R<J. R5- R 6. R7. R8. R9- R 10, 
15 P.25 are as previously defined in Claim 1. 

17. A compound according to Claim 1 wherein 
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the moiety Z O 



represents a 5 -member ed aromatic (unsaturated) 
heterocylic ring having two nitrogen heteroatoms, V is 
5 selected from -CH2-. 



-CH-Iower alkyI(C r C 3 ), -CHNH 2 ; -CHNH-lower alkvl (C r C 3 ), 

Jhn,ch) I 

3 2 -CHN(C 2 H 5 ) 2 . -CHO-lower alky I (CyCj, 

I 

-CHS-loweralkyKCj-C^ 

and A-B,R a , Rfc>, Ri, R2, R3- *4 . ^5* R6> *7 . R8* R9, RlO, 
R25 are as previously defined in Claim 1. 
10 18. A compound according to Claim wherein 



the moiety Z O 




represents a 5-membered aromatic (unsaturated) 
15 heterocyclic ring having one nitrogen and one sulfur 
heteroatom, V is selected from -CH2-, 
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-CH-]oweralkyl(C r C 3 ), -CHNH 2 ; -CHNH-lower alkyl (Cj-Cj), 

1 I I 

-CHN(CH 3 ) 2 . C HN(C 2 H 5 ) 2 . -CHO-lower alkyl (C^CJ. 



-CHS-lower alkyKCj-Cg) 

and A-B.R a . P-b- P-l • R 2 . R 3 ■ R4 . R5- R6- R7 . R 8- R 9. P-10, 
P.25 are as previously defined in Claim 1. 
=; 19. k compound accordinn to Claim 1 wherein 

the moietv Z O 

KJ 

represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen and one oxygen 
10 heteroatom, Y is selected from -CH2-, 



-CH-lower alkyKC , -C ? ), -CHNH 2 ; -CHNH-lower alkyl (C 1 -C 3), 

I I , 

-CHN(CH 3 ) 2 . C HN(C 2 H 5 ) 2 -CHO-lower alkyl (Cj-Cj), 



-CHS-lower alkyKCj-Cg) 

and A-B.Ra, Rfc>. p i < R 2 ■ R 3- R 4 . P-5< R6. R 7. R8- R 9. P-10. 
15 P.25 are as previously defined in Claim 1. 

20 . A compound according to Claim 1 wherein 
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10 



the moiety Z O 



represents a phenyl ring, optionally substituted by one 
or two substituents selected from (C1-C3) lower alkyl, 
halogen, amino, (C1-C3) lower alJcoxy and (C1-C3) lower 
alkyl amino, Y is ~(CH2)n# n is zero and A-B r R a , Rb/ R l/ 
*2r ^3/ R6/ R7, R8/ ^9/ RlC, *25 are as 

previously defined in Claim 1. 

21. A compound according to Claim 1 wherein 

the moiety Z O 

<Z) 

represents a 6-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen heteroatom, Y is - 
(CH2)n/ n is zero and A-B,R a , Rb^ Rlf ^5, 
15 R6, R7, RQ, **9' *10, *25 are as previously defined in 
Claim 1 . 

22. A compound according to Claim 1 wherein 



the moiety 



20 represents a 6-membered aromatic (unsaturated) 

heterocyclic ring having two nitrogen heteroatoms, Y is 
"(CH2)n# n is zero and A-B,R a , Rb/ ^1/ &2r *3# R4, R5, 
R6/ R7# R8* R9f RlO, R 25 are as previously defined in 
Claim 1. 

25 23. A comDound accordina to Claim 1 wherein 
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10 




the moiety 



represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one sulfur heteroatom, Y is - 
<CH2)m n is zero and A-B,R a , Rb, R lr R 2/ R 3/ R 4, R 5# 
R6/ R 7, R 8, R 9> R 10, R 25 are as previously defined in 
Claim 1. 

24. A compound according to Claim 1 wherein 



the moiety Z O 



represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one oxygen heteroatom, Y is - 
(CH2)n> n is zero and A-B,R a , Rb^ R l* R 2* R 3/ R 4, R5* 
R6. R 7, R 8> R 9* R 10, R 25 are as previously defined in 
15 Claim 1. 

25. A compound according to Claim 1 wherein 



the moiety 



represents a 5-membered aromatic (unsaturated) 
20 heterocyclic ring having one nitrogen heteroatom, Y is 
(CH2)n, n is zero and A-B,R a , Rb> R l# R 2# R 3* R 4r R 5/ 
R6r R7, R8/ R 9' R 10, R 25 are as previously defined in 
Claim 1. 

26. A compound according to claim 1 wherein 
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10 




the moiety 



represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having two nitrogen heteroatoms, Y is 
~(CH2)m n is zero and A-B,R a , Rb* R l, R 2> R 3# R 4/ R 5> 
R 6* R 7> R 8> R 9# R 10, R 25 are as previously defined in 
Claim 1. 

27. A compound according to Claim 1 wherein 



the moiety 




represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen and one sulfur 
heteroatom, Y is -(CH2)n> n is zero and A-B,R a , Rb> R l# 
R 2/ R3# R 4r R 5, R 6* R 7, R 8. R 9* R 10, R 25 are as 
15 previously defined in Claim 1. 

28. A compound according to Claim 1 wherein 



the moiety 



represents a 5-membered aromatic (unsaturated) 
20 heterocyclic ring having one nitrogen and one oxygen 

heteroatom, Y is -(CH2)n* n is zero and A-B,R a , Rb* R l# 
R 2, R 3r R 4, R 5r R 6/ R 7, R 8r R 9^/. R 10, R 25 are as 
previously defined in " Claim 1. 

2 9. A compound according to Claim 1 wherein 
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15 




the moiety 



represents a phenyl or substituted phenyl ring, Y is 
selected from 0, S, NH, NCOCH3 and N-lower alkyl (C1-C3) 
5 and and A-B,R a , Rb, Rl/ R2# R3* R4, R5* R6# R7, R8* R9i 
RlO, R25 are as previously defined in Claim i. 

30. A compound according to Claim 1 wherein 

Q 

the moiety Z O 

represents a 6-membered aromatic (unsaturated) 
10 heterocyclic ring having one nitrogen heteroatom, Y is 
selected from 0, S, NH, NCOCH3 and N-lower alkyl {C1-C3) 

and A-5,R a , Rbr Rl# R2, R3r R4, R5# R 6* R7, R8/ R9# RlO, 
R25 are as previously defined in Claim 1. 

31. A compound according to Claim 1 wherein 




the moiety 



represents a 6-membered aromatic (unsaturated) 
heterocyclic ring having two nitrogen heteroatoms, Y is 
selected from 0, 5, NH, NCOCH3, and N-lower alkyl 

20 (C3.-C3) and A-B,R a , Kb* Rlr R2# R3r R4* R5» R6r R7, R8, 
R9> RlO, R25 are as previously defined in Claim 1. 

32. A compound according to Claim 1 wherein 



Q 

the moiety Z O 
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represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one sulfur heteroatom, Y is 
selected from 0, S, NH, NCOCH3, and N-lower alkyl 
(C1-C3) and A-B,R a , Rb/ *1/ *2, R3, R4/ R5* R7, R8* 

R9> RlC, R25 are as previously defined in Claim 1. 

33. A compound according to Claim 1 wherein 



the moiety zOj 

represents a 5-membered aromatic (unsaturated) 
10 heterocyclic ring having one oxygen heteroatom, Y is 

selected from 0, S, NH, NCOCH3 and N-lower alkyl (C1-C3) 
and A-B,R a , Rfa, Ri, R2/ R3# *4f *5/ R6# R7, R8r *9, RlO, 
R25 are as previously defined in Ciaim 1. 

34. A compound according to Claim 1 wherein 

15 




the moiety 



represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen heteroatom, Y is 
selected from 0, S, NH, NCOCH3 and N-lower alkyl (C1-C3) 
20 and A-3,R a , Rfcw Rl* R2/ R3# R4* R5/ R6> R7, R8> R 9/ RlO, 
R25 are as previously defined in Claim 1. 

35, A compound according to Claim 1 wherein 



the moietv 



25 represents a 5-membered aromatic (unsaturated) 

heterocyclic ring having two nitrogen heteroatoms, Y is 
selected from 0, S, NH, NCOCH3 and N-lower alkyl <Ci-C3) 
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and A-B,R a , R b, R l> R 2> R 3* R 4< R 5, R 6r R 7, R 8< R 9, R 10, 
R25 are as previously defined in Claim 1. 

36. A compound according to Claim 1 wherein 




the moiety 

5 

represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen and one sulfur 
heteroatom, Y is selected from 0, S, NH, NCOCH3 and N- 
lower alkyl (C1-C3) and A-3,R a , R b< R l* R 2> R 3> R 4/ R 5> 
10 R6/ R 7, R 8<> R 9> R 10, R 25 a^e as previously defined in 
Claim 1. 

37. A compound according to Claim 1 wherein 

Q 

the moiety 

15 represents a 5-membered aromatic (unsaturated) 

heterocyclic ring having one nitrogen and one oxygen 
heteroatom, Y is selected from 0, S, NH, NCOCH3 and N- 
lower alkyl (C1-C3) and A-B,R a , R b/ R l * R 2* R 3> R 4» R 5* 
R6, R 7, R 8, R 9, R 10, R 25 are as previously defined in 

20 Claim 1. 

38. A compound according to Claim wherein Y 
is selected from -(CH2)n~r 
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-CH-IoweralkyKC^Cg), -CHNH 2 ; -CHNH-lower alky] (Cj-C-j), 



5 -CHN(CH 3 ) 2 . C HN(C,HJ 



2 n 5 J 2 -CHO-lower alkyl (C r C 3 ), 



-CHS-lower alkyl(C r C 3 ) 



10 



wherein n is an integer zero or one; 
R3 is the moiety 

O 
II 

-CAr 



15 



wherein Ar is a moiety selected from the otoud 



R, 



20 



25 



30 




v W 




X— R 



10 



X-R 



10 



R. 



NHCOR^ 



R. 



Nz 



-X-R 



10 



and R6 is selected from the group 
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NCOAr' , -NCO(CH 2 ) n -cycloalkyl. 



-NCOCH^Ar -NCONAr, -X-R 1Q 




W* is O or S; A-B,R a , Rb* Rl » *2 . P-4 . ^5* *7 . R6* ^9 » 
^10* P-25, cycloalkyl and 



the moiety Z O 

10 

are as previously defined in Claim 1. 

39. A compound according to Claim 1 wherein Y 
is selected from -CH2~, 

15 
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-CH-lower alkyJ(C j-C^), -CHNH 2 ; -CHNH-lower alkyl (C } -Cg), 

5 -cUcH) 1 1 

3 2 -CHN(C 2 H 5 ) 2 -CHO-lower alkyl (C r C 3 ), 



-CHS-loweralkyKCj-Cg) 

10 

R3 is the moiety 

O 

II 

-CAr 
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wherein Ar is a moiety selected from the group 




5 and R6 is selected from the group 

-NCOAr' . -NCO(CH 2 ) n -cyeloalkyl, 



-NCOCH^Ar -NCONAr', - x " R io 



wherein Ar 1 is selected from the group 

10 
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■ TV* • -th-- ' 

\ W N 

9 

W is O or S; A-B , Ra , Rfc>* Rl . R4 . *5< R7 , R8> P-9 . 

P-10> R25- x an <3 cycloalkyl and 

5 




the moiety Z O 



are as previously defined in Claim 1. 

40. a compound according to Claim 1 wherein Y 
10 is selected from -CH2-. 



I I 

-CH-loweralkyKCj-Cg). -CHNH 2 ; -CHNH-lower alkyl (Cj-Cg), 

Jhn ( ch ) I I 

3 2 -CHN(C 2 H 5 ) 2 -CHaiower alkyl (C r C 3 ), 



-CHS-lower alkyKCj-Cg) 
R3 is the moiety 

O 
II 

15 ~ CAr 

wherein Ar is a moiety selected from the group 
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Rc 



R. 



R, 




NHCOR^ 



N=r' x R io 



and R6 is selected from the group 

-NCOAr , -NCO(CH 2 ) n -cycloalkyl, 



R 



-NCOCH 2 Ar' 



-NCONAr', -X-R 10 

I I 
R- K 
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wherein Ar ' is selected from the group 




N 



R 5 



5 and W is O or S; and 



the moiety Z O 




represents a phenyl ring optionally substituted by one 
10 or two substituents selected from (C1-C3) lower alkyl, 
halogen, amino, (C1-C3) lower alkoxy and (Ci-C3)lower 
alkyl amino and A-B,R a , Rb< Rl* R2 . R4 » R5. R7 . R8 . R9 . 
RlOr R25« X an< * cycloalkyl are as previously defined in 
Claim 1. 

15 41. A compound according to claim 1 wherein Y 

is -(CH2)n-< wherein n is an integer zero; 
R3 is the moiety 



O 
II 

CAr 



wherein Ar is a moiety selected from the group 
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and R6 is selected from the group 

-NCOAr' , -NCO(CH 2 ) n -cycloalkyl, 



-NCOCH 2 Ar -NCONAr', " X - R io 



wherein Ar ' is selected from the group 
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the moiety 



represents a phenyl ring optionally substituted by one 
5 or two substituents selected from (C1-C3) lower alkyl, 
halogen, amino, (C1-C3) lower alkyl amino and A-B,R a , Rfc, 
Rl, F.2, R4. R5. R7. ^8* RlO> R 25- X and cycloalkyl 

are as previously defined in Claim 1 . 

42. A compound according to Claim 1 wherein V 
10 is selected from O, S, NH, NCOCH3 and H-lower alkyl 
(C1-C3) ; 

Rl is the moiety 

O 
II 

-CAr 

15 wherein Ar is a moiety selected from the group 
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and FU is selected from the group 



-NCOAr , -NCO(CH 9 ) -cycloalkyl, 



-NCOCFUAr -NCONAr. - X " R io 

wherein Ar ' is selected from the group 
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the moiety Z O 

w 

represents a phenyl ring optionally substituted by one 
or two substituents selected from (C1-C3) lower alkyl, 
5 halogen, amino. (C1-C3) lower alkoxy and (C1-C3) lower 
alkyl amino and A-B,R a , Rb> Rl< P-2> R4. R 5* *7- R8< ^9* 
RlO* ^25, X and cycloalkyl are as previously defined in 
Claim 1. 

43. A compound according to Claim 1 wherein V 
10 is -(CH2)n-r n is an integer zero; 
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R3 is the moiety 



O 
II 

-CAr 



10 



15 



20 



wherein Ar is a moiety selected from the group 



Rc 




R. 




X— R 



10 



R. 
R. 



NI-CORj; 



R, 



s 



in 



-£>x-R„ 



R- 



N=f X R io 



25 



and R6 is selected from the group 

-NCOAr" , -NCO(CH 2 ) n -cydoalkyl, 



R 



30 



-NCOCH 2 Ar 



-NCONAr', -X-R 
I I 

R, Rb 



10 



.•herein Ar' is selected from the group 



- 208 - 



SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/US96/01051 



* 5 




R„ 



R. 



W 




R. 



N 



and W is O or S; and 



the moiety Z O 




10 



15 



represents a 6-inenibered aromatic (unsaturated) 
heterocyclic ring having one nitrogen heteroacom A-e,R a , 
Rfc>. Rl. R2- F-4. R3- P-7. R8. R9. RlO. R25. X and 
cycloalkyl are as previously defined in Claim 1. 

44. A compound according to claim 1 wherein Y 

is -CH2-; 

P>3 is the moiety 

O 
II 

-CAr 

wherein Ar is a moiety selected from the group 
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and R6 is selected from the group 

-NCOAr , -NCO(CH~) -cvcloalkyl, 

I I 

-NCOCH^Ar -NCONAr', -X-R 10 

I I I 

R R. R b 

wherein Ar ' ; is selected from the group 



30 




and W is 0 or S; and 

35 
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10 



the moietv Z O 



represents a 6-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen heteroatom 
A-B,R a . Rb> P-l- R2. P-4. R5- P-7. R8- P>9 ■ Rl0< R25- X and 
cycloalkyl are as previously defined in Claim 1 . 

45. A compound according to Claim 1 wherein Y 
is -{CK2)rr; n is an integer zero; 
R3 is the moiety 

O 
II 

-CAr 



15 



20 



25 



30 



wherein Ar is a moiety selected from the aroup 





X— R 



10 



-£>*-«. 



R 



10 



-X-R 



10 



and Re is selected from the group 
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-NCOAr' 
R 



-NCO(CH 7 ) n -cvcloalkyl, 

I 



R. 



-NCOCH 2 Ar' 
I 

R 



-NCONAr, - X - R in 
I I 



wherein Ar • is selected from the group 



R, j" R, r. 



and W is 0 or S; and 



the moiety Z O 



10 represents a 5 -member ed aromatic (unsaturated) 

heterocyclic ring having one sulfur heteroatom A-B,R a , 
Rb< Rl. p -2< *4> R 5< P-7* R8» R 9 . P-10* *25. and 
cvcloalkyl are as previously defined in Claim 1. 

46. A compound according to Claim 1 wherein V 

15 is -CH2-; 

R3 is the moiety 

O 
II 

-CAr 



20 



wherein Ar is a moiety selected from the group 
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10 



15 




R, 



V Vv 




X— R 



10 



R. 

R. 



10 




NHCOR,- 



-Ox- 



R 



10 



R. 



N: 



-X-R 



10 



20 



and R6 is selected from the group 

-NCOAr . -NCO(CH 2 ) p -cycloalkyl. 



R 



25 



30 



35 



-NCOCH 2 Ar ( -NCONAr', -X-R 10 
wherein Ar 1 is selected from the group 



R. 



D W 




R. 



and W is 0 or S; and 



N 
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10 



the moiety Z O 



represents a 5-membered aromatic (unsaturated) 
heterocyclic ring having one sulfur heteroatom A-B,R a , 
Rfc>. Rl. R2- R4- R5. R7. R8- R9. RlO. R25- >• and 
cycloalkyl are as previously defined in Claim 1. 

47. A compound according to Claim 1 wherein V 
is selected from C, S, NH. NCOCH3. M- lower alkyl 
{C1-C3) ; 

R3 is the moietv 

O 
II 

-CAr 



15 



20 



wherein Ar is a moiety selected from the group 




25 



30 



35 



\\ 



X— R 



10 



NHCOR 



25 



I 



X-R 



10 



N= r - X ~ R 



10 



and F>6 is selected from the group 
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-NCOAr' 



NCO(CH 2 ) p -cycloalkyl, 



R 



-NCOCH 2 Ar 
R 



-NCONAr. -X-R 



10 



wherein Ar ' is selected from the group 
R. 



R, |» 




R. 



W 




N 



R, 



and W is 0 or S; and 




the moiety Z O 



represents a 5-membered aromatic (unsaturated) 
10 heterocyclic ring having one sulfur heteroatom A-B , R a « 
Rb* Rl. *2< R7, R8. R9> RlO* *25> X and 

cycloalkyl are as previously defined in Claim 1. 

48. A compound selected from those of the 

formulae: 

15 




and 




wherein m is an integer one or two; 
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Rl is hydrogen, halogen (chlorine, bromine, fluorine, 
iodine), OH, S-lower alky 1 (C1-C3 ) . ~SH, -SO-lower 
alkyl (C1-C3) , -S02~iower alkyl (C1-C3 ) , -CO-lower 
alkyl (C1-C3) , -CF3, lower alkyl (C1-C3) , O-lower 
5 alkyl (C1-C3) , -NO;:, -NH2, -NHCO lower alkyl (C1-C3) , 
-W-[ lower al)cyl(Ci-C3) 12- -SO2NH2; -SO2NH lower alkyl 
(C1-C3), or -S02N[ lower alkyl (C1-C3 )] ; 

R2 is hydrogen, CI, Bre, F, I, -OH, lower alkyl (Ci -C3 ) , 

O-lower alkyl (C1-C3 ) , or Ri an d P-2 taken together are 

10 methyl enedioxy or ethyl enedioxy; 
R3 is the moiety: 



wherein Ar is selected from moieties of the formula: 

15 





R7 
R 5 



R5 and R7 are selected from hydrogen, (C1-C3) lower 

alkyl, (C1-C3) lower alkoxy and halogen. 

R6 is selected from (a) moieties of the formula: 
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-NCOAr', - NCON-Ar, -NCO(CH. ) -cvcloalkyl, 
I II I 



10 



R 



-NCOCH 9 Ar 
R. 



O 
II 

-N-P 

I 

R. 



R. K 



R 



R. 



-N-SO, 



' R 



R. 



15 



r jl " 


0 
II 








-N-P - 
1 










1 








R. 



-NSO,-lower alkvl(C-CJ, 
I 

R. 



-NSO,-lower a!kenvl(C 3 -C 8 ) 
I 

R. 



20 



25 



30 



35 



-NH-C-O-lower alkyl(C 3 -C 8 )straight or branched 

V 

-NH-C-lower alkyKCj-C^straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C g )straight or branched, 

wherein cycloalkyl is defined as C3 to Cs cycloalkyl, 
cyclohexenyl cr eye 1 open t eny 1 ; Ra is hydrogen, CH3 , 
C2H5, moieties of the formulae: 
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(CH,)q-N 



\ 



/ \ 

(CHjJq- N O 



10 



- (CF.2) 2-0- lower alkyl(Ci-C3> or -CH2CH2OH; q is one. 
or three; P. D is hydrogen, -CH3 or -C2H5;and 

(b) 3 moiety of the formula: 
-X-P.1C- wherein Rio is lower alkyl (C3-C8 ) . lower 
alkenyl (C3-Ce> - - (CH2 ) p-cycloalkyl (C3-C6) . 



two 





R 5 



N 





, R 5 



4h V 



o 



15 



and p is zero to three; 
X is 0, S, NH, WCH3, 
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\ 

C= O or a bond 

/ 

R5 and R7 are as previously defined, 
(c) a moiety of the formula: 

r 

5 - N-COJ 

wherein J is R a , lower alkyl (C3-C8) branched or 
unbranched, lower alkenyl {C3 -Cs ) branched or unbranched, 
-O- lower alkyl {C3-C8) branched or unbranched, -O- lower 
10 alkenyl (C3-CB) branched or unbranched, tetrahydrof uran, 
tetrahydrothiophene , 
the moieties 




15 or -CH2-K' wherein K ' is halogen, -OH, tetrahydrof uran, 
tetrahydrothiophene cr the heterocyclic ring moiety: 

— N E 

\ / 
G=F 
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wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally- 
substituted with halogen, (C1-C3) lower alkyl, hydroxy , 
-CO-lower alkyl (C1-C3) * CHO, (C1-C3} lower alkoxy. -CO2- 
lower alkyl (C1-C3 ) , and R a and are as hereinbefore 
defined ; 

(d) a moiety selected from those cf the formulae: 



r 

N- COCHAr' 



R 



O 



-O-C-lower alkyl (C r C 3 ) , -S-lower alkyKCj-C^) 



b (CH^ -N x , - NHfcZH^ - CON 



10 



15 



WH^- N 



, -0-(CR) 2 -N v 



wherein R c is selected from halogen, (C1-C3) lower alkyl, 
-O- lower alkyl (C1-C3) and OH, Rb is as hereinbefore 
defined; 

Ar' is a moiety selected from the group 
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R8 and Ro are independently hydrogen, lower alkyl 
(C1-C3), O-lower alkyl (C1-C3) , S- lower alkyl {C1-C3 ) . 
-CF3, -CH. -OH, -SCF3, -OCF3, halogen, NO2 . amino, or 
5 NH- lower alkyl {C1-C3 ) ; N- [ lower alkyl (C1-C3) 1 2, 

-N(Rb) (CH2)q-H{Rb)2; 

R25 is selected from the moieties 




10 W is 0, S, NH, N- lower alkyl (C1-C3 ) , NCO-lower 

alkyl (C1-C3) or HS02-lower alkyl (C1-C3) or NSO2 lower 
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alkyl (Ci-C3) and the pharmaceut icaily acceptable salts 
thereof. 

49. A compound selected from those of the 

formula: 



wherein V is selected from 0, S. NK, *$h'd M - lower 
alkyl(Ci-C3) ; 

Rl is hydrogen, halogen (chlorine, bromine, fluorine, 
iodine), OH, S-lower alkyl (Ci -C3 ) , -SH, -SO-lower 

10 alkyl (C1-C3) , -S02-lower alkyl (C1-C3 ) , -CO-lower alkyl 
(CI-C3), -CF3, lower alkyl (C1-C3 ) , O-lower alkyl (C1-C3 ) , 
-NO2, -NH2, -NHCO lower alkyl (C1-C3 ) , -N- [ lower 
alkyl (C1-C3) ]2> -NH lower alkyl (C1-C3) -SO2NH2; -SO2NH 
lower alkyl (C1-C3) , or -S02N[ lower alkyl (C1-C3 ) J 2 ; 

15 R2 is hydrogen, Cl, Br, F, I, -OH, lower alkyl (C1-C3 ) , 
O-lower alkyl (C1-C3 ) , or Ri and P.2 taken together are 
methylenedioxy or ethylenedioxy ; 
R3 is the moiety: 




5 



R3 




20 



wherein Ar is selected from moieties of the formula: 
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P5 and R7 are selected from hydrogen, (C1-C3) lower 
alkyi. {C1-C3) lower alkoxy and halogen; 
5 R5 is selected from (a) moieties of the formula: 
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NCOAr', - NCON-Ar, -NCO(CH» ) p -cycloalkyl, 



R_ 



R R b 



-NCOCH 2 Ar' , .^.$0. 



10 



o 

II 

-N-P 
I 

R. 



R, 



O 




\\J_// 
R- 



15 



-NSCVloweralkyI(C,-C g ), 
I 

R 



R. 



/=V «a - N-S0 2 CH 2 

"V ■ A. 



R_ 




R- 

-NS0 2 -lower alkenyl(C 3 -C g ) 



20 



25 



-NH-C-O-lower alkyl(C 3 -C g )straight or branched 



O 
II 



-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 



30 



-NH-C-O-lower alkenyl(C 3 -C g )straight or branched, 
O 

-NH-C-lower alkenyl(C 3 -C 8 )straight or branched, 



wherein cycloalkyl is defined as C3 co C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl ; Ra is hydrogen, CH3, 
35 C2H5, moieties of the formulae: 
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(Oyq-N 



A 

n , -(CH^-N^, 



(CHjJq-N^O 



10 



15 



20 



- (CH2) 2-0- lower alkyl(Ci-C3) or -CH2CH2OH; q is one, two 
or three R D is hydrogen, -CH3 or -C2H5,-and 

(b) a moiety of the formula: 
-a-RIO. wherein Rio is lower aikyl (C3-C8) , lower 
alkenyl (C3-C8) , - (CH2 i p-cycloalkyl (C3-C6) , 





25 




N 



30 



v 



35 



and p is zero to three; 
X is O, S, NH, MCH3 
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C= O or a bond 

/ 

and P. 5 and R? are as previously defined. 

(c) a moiety cf the formula: 

R b 

r 

5 - N-COJ 

wherein J is R a , lower alkyl {C3-C3) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
-O-lower alkyl (C3-C&) branched or unbranched, -O- lower 
10 alkenyl (C3 -Cs ) branched or unbranched, tecrahydrofuran, 
tetrahydrothiophene, 
the moieties 




15 or -CH2-K 1 wherein K ' is halogen, -OH, tetrahydrof uran, 
tetrahydrothiophene or the heterocyclic ring moiety: 



N E 

\ / 
G=F 



-226- 

SUBSTJTUTE SHEET (RULE 26) 



WO 96/22282 



PCI7US96/01051 



wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C1-C3) lower alkyl, hydroxy', 
-CO-lower alkyl (Ci-Cj ) , CHO, (Ci-C3)lower alkoxy, -CO2- 
5 lower alkyl (C1-C3 ) , and R a and Rb are as hereinbefore 
defined; 

(d) a moiety selected from those of the formulae: 



- N- COCHAr , 
R 

c 

o 

II 

-0-C-lowernlkyl(C,-C 3 ) , -S-Iower alkylfC.-C,) 



10 



S CH^-n'*" , — NHfCH^ — CON ^ ' 



- NHCH.) - N -O- (CR) -N 

R b K 

wherein R c is selected from halogen, (C1-C3) lower alkyl, 
-O-lower alkyl (C1-C3) and OH, R D is as hereinbefore 
defined; 

Ar' is a moiety selected from the group 



15 
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R8 and Ra are independently hydrogen, lower alkyl 
(C1-C3), O-lower alkyl (C1-C3 ) , 3-Iower alkyl (C1-C3) , 
5 -CF3. -CN, -OH, -SCF3, -OCF3, halogen, NO2, amino, or 
NH-lower alkyl (C1-C3 ) ; N- [lower alkyl (C1-C3 ) ] 2 . 

-N(Rb) <CH2)q-N(Rfc>)2; 

R25 is selected from the moieties 



10 
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W is 0, S, NH, N-lower alkyl (C1-C3) , NCO-lower 
alkyl <Ci-C3) or NS02~lower alkyl (C1-C3) or NSO2 lower 
alkyl (C1-C3) and the pharmaceutical^ acceptable salts 
thereof. 

5 50. The compound according to claim 1, U-[5- 

[ (6, ll-Dihydro-5a-dibenz [b, e) azepin-5-yl) carbonyl ) -2- 
pyridinyl] [1,1 'biphenyl] -2-carboxamide . 

51. The compound according to claim 1, N-15- 
[ (6, ll-Dihydro-5»-dibenz [b, e] azepin-5-yl) carbonyl] -2- 

10 pyridinyl] -2-dimethylamino pyridine-3-carboxamide . 

52. The compound according to claim 1, N-[5- 
[ (9, 10-Dihydro-4»-thieno[2,3-cJ [ 1 ]benzazepin-9- 

yl ) carbonyl ) -2-pyridinyl ] [ 1 , 1 ' -biphenyl } -2-carboxamide . 

.53. . The compound according to claim 1, N~[5- 
15 [ (9, 10-Dihydro-4ii-thieno[2,3-£] [l]benzazepin-9- 

yl) carbonyl ) -2-pyridinyl ] -2-dimethylamino pyridine-3- 
carboxamide . 

54. The compound according to claim 1, N-[5- 
[ <4 f 10-Dihydro-5E-thieno[3,2-£] [1 )benzazepin-5- 

20 yl ) carbonyl ] -2-pyridinyl ] [ 1 , 1 1 -biphenyl ] -2-carboxamide . 

55. The compound according to claim 1, 
[ 5 [ ( 4 , 1 0-Dihydro-5"-thieno [ 3 , 2~z ] [ 1 ] benzazepin-5- 

yl ) carbonyl ] -2-pyridinyl ] -2-dimethylamino pyridine- 2- 
carboxamide . 

25 56. The compound according to claim 1, N~[5- 

[9, 10-Dihydro-4ii-thieno[2, 3-£] [ 1 ] benzazepin-9- 
yl ) carbonyl ] -2-pyridinyl ] -5- f luoro-2-methylbenzamide . 

57. The compound according to claim I, N-[5- 
[4, 10-Dihydro-5H-thieno[3,2 f -£] [l)benzazepin-5- 

30 yl ) carbonyl ] -2-pyridinyl ] -5- f luoro-2-methylbenzamide . 

58. The compound according to claim 1, N-[5- 
[ (4, 5-Dihydropyrazolo [4, 3-d] [1] benzazepin-6 (1H) - 

yl) carbonyl ] -2-pyridinyi ] -2-dimethylamino pyridine-3- 
carboxamide. 
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59. The compound according to claim 1, H~[5- 
[ (4, 5-Dihydropyrazolo [4, 3-d) [l]benzazepin-6 (1H- 

yl) carbonyl] -2-pyridinyl] -5-f luoro-2-methylbenzamide . 

60. The compound according to claim 1, Ur 

5 t5 (pyrido[2, [1, 4]benzoxazepin-5- (6H) -ylcarbonyl) -2- 
pyrdinyl] -5-f luoro-2-methyi benzamide. 

61. A pharmaceutical composition useful for 
treating diseases characterized by excess renal 
reabsorption of water as well as congestive heart 

10 failure, liver cirrhosis, nephrotic syndrome, central 
nervous system injuries, lung disease and hyponatremia 
in a mammal comprising a suitable pharmaceutical carrier 
and an effective amount of a compound of claim 1. 

62. A method cf treating diseases 

15 characterized by excess renal reabsorption of water as 
well as congestive heart failure, liver cirrhosis, 
nephrotic syndrome, central nervous system injuries, 
lung disease and hyponatremia in a mammal comprising 
administering a compound of Claim 1 to said mammal in an 

20 amount effective to alleviate the disease. 

63. A process for preparing a compound of the 

formula : 




Formula I 

wherein Y is (CH2)n, 0, S. NH, NCOCH3, N-lower alkyl 
25 (C1-C3), CH-iower alkyl (C1-C3) , CKNK-iower alkyl <Ci« 
C3), CKNH2, CHN[lower alkyl (C:-C3) 3 2 / CHO-lower 
alkyl (C1-C3) , CHS- lower (C1-C3) , 

wherein n is an integer from 0-2; 
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A-B is 

I I 

wherein m is an integer from 1-2, provided that when Y 
is -(CH2)n- and n=2, m may also be zero and when n is 
5 zero, m may also be three, provided also that when Y is 
-(CH2)n~ and n is 2, m may not also be two; 
Rl is selected from the group of hydrogen, halogen 
(chlorine, bromine, fluorine, iodine) , OH, -S-lower 
alkyl (C1-C3) , -SH, -SO lower alkyl (C1-C3) , -SO2 lower 

10 alkyl (C1-C3) , -CO-lower alkyl (C1-C3) , -CF3, lower 

alkyl (C1-C3) , O-lower alkyl (C1-C3) , O-lower alkyl (CI- 
C3), -NO2, -NH2r -NHCO lower alkyl (C1-C3) , -N- [lower 
alkyl (C1-C3) )2, -SO2NH2, -SO2NH lower alkyl (C1-C3) , - 
S02N[lower alkyl (C1-C3) ] 2; 

15 R2 is selected from the group of hydrogen, CI, Br, F, I, 
-OH, lower alkyl (C1-C3) # O-lower alkyl (C1-C3) , or Ri and 
R2 taken together are methylenedioxy or ethylenedioxy; 
R3 is the moiety 

? 

-CAr 

20 wherein Ar is a moiety selected from the group 
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R 5 R7 




R4 is hydrogen, lower alkyl (C1-C3) ; -CO-lower alkyl 
(C1-C3); 

R5 and R7 are selected from the group, hydrogen, 
5 (C1-C3) lower alkyl, (C1-C3) lower alkoxy and halogen 
R6 is selected from (a) moieties of the formulae: 
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-NCOAr, - NCON-Ar, -NCO(CH- ) n -cycloalkyl, 



R 



-NCOCH 2 Ar , _ N _ sa 



R. 



-0* 

R_ 



N-S0 2 CH 2 



' R. 



R_ 



10 ? 

-N-P 
I 



R 2 



R, ~\ 



15 



-NSCMower alkvl(C 3 -C 8 ), 
I 

R 



O 
II 

-N-P 
I 

R 



R. 



2 —i 




W ,// 



-N50 2 -lower alkenyl(C-C g ) 
I 

R. 



20 



25 



30 



-NH-C-O-lower alkyl(C.-C 8 )straight or branched 

O 
II 

-NH-C-Iower alkyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C g )straight or branched, 

wherein cycloalkyl is defined as C3 to C6 cycloalkyl, 
cyclohexenyl cr cyclopentenyl : Ra is hydrogen, CH3 , 
C2H5, moieties of the formulae: 
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(CH^q-N 



\ 



10 



15 



(CH,)q-N O 



- (CH.2) 2-0- lower alkyl(Ci-C3) or -CH2CH2OH; q is one. two 
cr three; Rfc, is hydrogen, -CH3 or • C2H5 .- 
and (b) a moiety of the formula: 

-X-P-io is lower alkyl (C3-C8 ) . lov/er aikenyl (C3 -Cs ) . 
- (CH2) D -cycloalkyl (C3-C6) , 



20 



-(CHJ 




R* 




R_ 



25 



Re 




N 



R. 



30 



R. 



and p is zero to three; 
35 X is O, S. NH, NCH3 , 
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\ 

C= O or a bond 

/ 

and R5 and R7 are as previously defined. 

(c) a moiety of the formula: 

R b 

r 

5 -N-COJ 

wherein J is R a , lower alkyl(C3-Cs) branched or 
unbranched, lower alkenyl (C3 -Cq ) branched or unbranched, 
-O- lower alkyl (C3-C8) branched or unbranched, -O- lower 
10 alkenyl (C3-C8 ) branched or unbranched, tetrahydrof uran, 
tetrahydrothiophene, the moieties 




15 or -CH2-K wherein K is halogen, -OH, tetrahydrof uran , 
tetrahydrothiophene or the heterocyclic ring moiety: 




G=F 
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wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C1-C3) lower alkyl, hydroxy, 
-CO- lower alkyl (Ci~C3 > . CHO, (C1-C3) lower alkoxy, -CO2- 
5 lower alkyl (Ci-C3> , and R a and Rfc are as hereinbefore 
defined; 

(d) a moiety selected from those of the formulae: 

R 

r 

-N-COCHAr , 



10 



R 

c 



o 

II 

-O-C-lower alkyl (C j-C 3 ) , -S-lower alkyl(C 1 -C 3 ) 



-s- 



P^-N N , -NHICH,), "CON 



- NHiCH,) N , -O-fC^-N^ 



wherein R c is selected from halogen, (C1-C3) lower alkyl, 
-O-lower alkyl (C1-C3) and OH; Rb is as hereinbefore 
defined; 

wherein Ar ' is selected from the group 

15 



-236- 

SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCI7US96/01051 




R 9 W S 




R8 and Ro are independently hydrogen, lower alkyl 
(C1-C3), O-lower alkyl (C1-C3) , S-lower alkyl (C1-C3 ) . 
-CF3, -CN, -OH, -SCF3 , -OCF3, halogen, NO2, amino, or 
5 -NH-lower alkyl (C1-C3 ) ; -N-( lower alkyl (C1-C3 ) ] 2 . 
-N(Rb) (CH2)q -N(R D >2; 
R25 is selected from the moieties 




10 W is selected from 0, S, NH, N- lower alkyl (C1-C3), 
-NCO-iower alkyl (C1-C3 ) . or NS02-lower alkyl (C1-C3 ) ; 
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the moiety zO 




represents: (1) phenyl cr substituted phenyl optionally 
substituted by one or two substituents selected from 
5 (C1-C3) lower alkyi, halogen, amino, (C1-C3) lower alkoxy, 
and (C1-C3) lower alkylamino; (2) a 5-membered aromatic 
(unsaturated) heterocyclic ring having one heteroatom 
selected from O, W and S; (3) a 6 -member ed aromatic 
(unsaturated) heterocyclic ring having one nitrogen 

10 atom; (4) a 3 or 6-membered aromatic (unsaturated) 

heterocyclic ring having two nitrogen atoms; (5) a 5- 
membered aromatic (unsaturated) heterocyclic ring having 
one nitrogen atom together with either one oxygen or one 
sulfur atom; wherein the 5 or 6-membered heterocyclic 

15 rings are optionally substituted by (C1-C3) lower alkyi, 
formyi, a moiety of the formula: 



20 halogen cr (C1-C3) lower alkoxy; 

which comprises reacting a compound of the formulae: 



- (CH 2 ) q N 




Pi 
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with a compound of the formula: 

o 
II 

Ar-C-Q 

wherein the moiety represented by the formula is an 
5 aroyl chloride or an aryl carboxyiic acid which has been 
activated by conversion to a mixed anhydride or 
activated with a peptide coupling reagent to give 
compounds of the Formula I. 

64 . A compound selected from those of the 

10 formula: 



R 
N 



R / 



wherein Ri is hydrogen, halogen (chlorine, bromine, 
fluorine, iodine), OH, S-lower alkyl (C1-C3 ) , -SH, -SO- 

15 lower alkyl (C1-C3) , -S02-lower alkyl (C1-C3 ) , -CO-lower 
alkyl (C1-C3) , -CF3, lower alkyl (C1-C3) , O-lower 
alkyl (C1-C3) . -N02, -NH2. -NHCO lower alkyl [C1-C3 ) , 
-N-[ lower alkyl (C1-C3) )2, -SO2NH2; -SO2NH lower 
alkyl (Ci-C3> . or -S02N[ lower alkyl (C1-C3) J2; 

20 R2 is hydrogen, Cl, Br, F, I, -OH, lower alkyl (C1-C3 ) , 
O-lower alkyl (C1-C3) , or Ri and R2 taken together are 
methylenedioxy or ethylenedioxy ; 
R3 is the moiety: 

O 
II 

-CAr 



25 



wherein Ar is selected from moieties of the formulae: 
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X— R 



10 



R 7 

R. 



// 



\\ 




NHZOR 



23 



R. 



-X-R 



10 



and X is 0, S, -NCH3, or -NH: 

r is independently selected from hydrogen, lower 
5 alkyi (C1-C3) . 



\ 



- (CH^- N ^> • " (C^Jq- N^O 

-(CH2)q-OH. - (CH2)q-0-alkyl(Ci-C3) ; q is one, two or 
three ; 

10 R4 is selected from hydrogen, lower alkyl <Ci~C3 ) , -CO- 
lower alkyl (C1-C3) , 

R5 and R7 are selected from hydrogen, (C1-C3) lower 
alkyl. (C1-C3) lower alkoxy and halogen; 
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P>6 is selected from (a) moieties of the formulae: 



-NCOAr', - NCON-Ar, -NCO(CH- L -cvcloalkvl, 

I III ' 

R. 



R K 



-NCOCH 2 Ar , . N . SQ 



/=>*> - «°i™2 -\\ /> 



R, 




-NSO,-loweralkyl(C 3 -C g ), 
( 

R 




— 1 2 



-NSCX-lower alkenyl(C 3 -C g ) 
R. 



-NH-C-O-lower alky](C 3 -C 8 )straight or branched 

-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C g )straight or branched, 



wherein cycloalkyl is defined as C3 to C6 cycloalkyl , 
cyclohexenyl or cyclopentenyl ; R a is hydrogen, CH3 , 
C2H5, moieties of the formulae: 
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(CH^-N 



\ 



-CCHJq-N 



O- 



(Otyq-N O 
\ / 



- (CH2)2-0-lower alkyl(Ci-C3) or -CH2CH2OH; q is one, two 
or three; Rb is hydrogen, -CH3 or -C2H5; 
and (b/ a moiety of the formula: 

-X-Ric-r wherein Rio is lower alkyl (C3-C8) . lower alkenyl 
(C3-C8>, - (CH2)p-cycioalkyl (C3-C6! . 



R t 



R. 



10 



R= 




N 



R. 



Rb 



O 



and p is zero to three: 
X is 0, S, NH, NCH3, 
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\ 

C= O or a bond 

/ 



and R5 and P.7 are as previously defined, 
(c) a moiety of the formula: 

5 

R h 

I 

- N- COJ 



wherein J is R a , lower alkyl(C3-Ca) branched or 
unbranched, lower alkenyl (C3-C8 ) branched or unbranched, 
10 -O- lower alkyl(C3-C8) branched or unbranched, -O- lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
tetrahydrothiophene, 
the moieties 




15 

or -CH2-K 1 wherein K ' is halogen, -OH, tetrahydrcf uran, 
tetrahydrothiophene or the heterocyclic ring moiety: 

-N E 
G=F 
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wherein D, E, F and G are selected from carbon or 
nitroaen and wherein the carbon atoms may be optionally 
substituted with halogen, {C1-C3) lower alkyl, hydroxy, 
-CO-lower alkyl (C1-C3 ) , CHO, <Ci-C3) lower alkoxy, -CO2- 
5 lower alkyl (C1-C3) . and R a and Rb are as hereinbefore 
defined; 

(d) a moiety selected from those of the formulae: 

R 

V 

-N-COCHAr ( 
R 

c 

o 

II 

-O-C-lower alkyl (C j-Cg) , -S-lower alkyl(C j-Cj) 



10 



S-(Cl\\- N ^ , — NHfCHj)^ —CON 

- NHCH,) N , _ O- (CH,) - N N 



wherein P. c is selected from halogen, (C1-C3) lower alkyl, 
-O-lower alkyl (C1-C3) and OH; Rb is as hereinbefore 
defined; 

wherein Ar' is selected from the group: 



15 
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R8 and Ro are independently hydrogen, lower alkyl 
(Ci-C3), O-lower alkyl (C1-C3 ) , S-lower alkyl (C1-C3 ) , 
-CF3, -CN, -OH, -SCF3 , -OCF3, halogen, NO2, amino, or 
5 -NH-lower alkyl (C1-C3 ) ; N- [ lower alkyl (C1-C3 ) ] 2 , 
-N(Rb) (CH2)g -N<Rb)2*; 
R25 is selected from the moieties. 




10 W is selected from O, S. NH, N-lower alkyl (Ci -C3 ) , 

-NCO-lower alkyl (C3.-C3 ) , or NS02~lower alkyl (Ci -C3 ) ; and 
the pharmaceutical ly acceptable salts thereof. 
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65. A compound selected from those of the 



formula : 



R 



R 



R 




N 




S 



and 



5 wherein Ri is hydrogen, halogen (chlorine, bromine. 

fluorine, iodine). OH. S-lower alkyl (C1-C3 ) , -SH, -S0- 
lower alkyl(Cl-C3) , -S02-lower alkyl (C1-C3 ) , -CO-lower 
alkyl(Cl-C3) , -CF3. lower alkyl (CI -C3 ) , O-lower 
alkyl (CI -C3) , -N02, -NH2. -NHCO lower alkyl (C1-C3 ) . 

10 -N-| lower alkyl (C1-C3) 12- -SO2NH2; -SO2NH lower 
alkyl (C1-C3) . or -S02N[lower alkyl (C1-C3 ) J 2 1 
R2 is hydrogen, CI, Br. F, I, -OH. lower alkyl (C1-C3 ) , 
O-lower alkyl (C1-C3) , or Ri and P.2 taken together are 
methylenediox\- or erhylenedioxi'; 

15 R3 is the moiety: 



wherein Ar is selected from moieties of the formula: 



O 
II 

-CAr 
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. - (CH^-N 



-<CH2)q-OH, - (CH2)q-0-alkyl(Ci-C3) ; q is one or two; 
R4 is selected from hydrogen, lower alkyl (C1-C3 ) , -C0- 
lower alkyl (C1-C3) ; 
10 R5 and R7 are selected from hydrogen, (C1-C3) lower 
alkyl, {C1-C3) lower alkoxy and halogen 
R6 is selected from (a) moieties of the formula: 
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-NCOAr', - NCON-Ar, -NCO(CH- ) p -cycloalkyl, 




-NSCylower alkyl(C 3 -C g ), -NS0 2 -lower alkenyl(C 3 -C g ) 



O 

-NH-C-O-lower alkyl(C,-C g )straight or branched 
O 

-NH-C-lower alkyl(C 3 -C 6 )straight or branched, 
O 

-NH-C-O-lower alkenyl(C 3 -C g )straight or branched, 
O 

-NH-C-lower alkeny!(C 3 -C B )straight or branched, 
wherein cycloalkyl is defined as C3 to C6 cycloalkyl, 
5 cyclohexenyl or eye 1 open t eny 1 ; Ra is hydrogen, CH3 , 
C2H5, moieties of the formulae: 
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\ 



/ \ 

(CHj)q-N O 



- (CH2 ) 2 _ 0- lower alkyl(Ci-C3) or -CH2CH2OK; q is one, two 
or three; Rb is hydrogen, -CH3 or -C2H5; 
5 and <b) a moiety of the formula: 

-X-Ric; -wherein Rio is lower alkyl (C3-C8) . lower alkenyl 
(C3-C8) . - (CH2)p-cycloalkyl (C3-C6) , 

R 5 R 5 

R7 R7 



10 



N 



and p is zero to three: 
X is O, S, NH, NCH3, 
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N 

C= O or a bond 

/ 



and R5 and P. 7 are as previously defined 
(c) a moiety of the formula: 

5 



N-COJ 



wherein J is Ra, lower alkyl(C3-C8> branched or 
unbranched, lower alkenyl (C3-C8) branched cr unbranched, 
10 -O-lower alkyl(C3-Cs) branched or unbranched, -O-lower 
alkenyl (C3-C8 ) branched or unbranched, tetrahydrof uran, 
tetrahydrothiophene, 
the moieties 





15 



or -CH2-K' wherein K ' is halogen, -OH, tetrahyrof uran, 
tetrahydrothiophene or the heterocyclic ring moiety: 

-N E 
Q=F 
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10 



wherein D. E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C1-C3) lower alkyl, hydroxy, 
-CO-lower alkyl (C1-C3 ) , CHO, (Ci-C3)lower alkoxy, -CO2- 
lower alkyl (C1-C3 > , and R a and Rb are as hereinbefore 
defined; 

(d) a moiety selected from those of the formulae: 

R 

r 

- N- COCHAr , 
R 

c 

o 

II 

-O-C-lower alkyl (C j-Cg) , -S-lower alkyl(C r C 3 ) 



-S CH^-r/ ' , — NHfCH^ — CON 



b 



-NH?ZH,)- N , -0-(CH,)-N v 



wherein R c is selected from halogen, (C1-C3) lower alkyl, 
-O-lower alkyl (C1-C3) and OH; Rb is as hereinbefore 
defined; 

wherein Ar 1 is selected from the group: 
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R8 and Rq are independently hydrogen, lower alkyl (Ci- 
C3), O-lower alkyl (C1-C3) , S-lower alkyl <Ci-C3 ) , -CF3 , 
5 -CN, -OH, -SCF3 , -OCF3, halogen, MO2, amino, or -NH- 
lower alkyl (C1-C3) ; -N- [ lower alkyl (C1-C3 ) ) 2 , 

-N(Rb) (CH2)q-N(Rb)2; 

R25 is selected from the moieties 



10 




-252- 

SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/US96/01051 



W is selected from 0, S, NH, N-lower alkyl (C1-C3 ) , 
-NCO-lower alkyl (C1-C3) , or NS02-lower alkyl (C1-C3 ) ; and 
pharmaceutically acceptable salts thereof . 

66. A compound selected from those of the 

5 formula: 



R 




wherein Ri is hydrogen, halogen (chlorine, bromine, 
fluorine, iodine), 0H r S -lower alkyl (Ci -C3 ) , -SH, -S0- 
lower alkyl (C1-C3) , -SO2- lower alkyl (Ci -C3 ). -CO- lower 

10 alkyl (C1-C3) , -CF3, lower alky 1 (Ci -C3 ) , 0-lower 

alkyl (C1-C3) , -N02, -NH2, -NHCO lower alkyl (C1-C3 ) . -N- 

[lower alkyl (C1-C3) J2* -SO2NH2; -SO2NH lower 

alkyl (C1-C3) . or -S02N(lower alkyl (C1-C3 ) 1 2 ; 

R2 is hydrogen, CI, Br, F, I, -OH, lower alkyl <Ci-C3 ) , 

15 O-lower alkyl (C1-C3 ) , or Rj and R2 taken together are 
methylenedioxy or ethylenedioxy ; 
R3 is the moiety: 

O 
II 

-CAr 

20 wherein Ar is selected from moieties of the formula: 
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_ (CH2)q -0H, - (CH2)q-0-alkyl(Ci-C3) ; Q is one or two; R4 
is selected from hydrogen, lower alkyl (C1-C3 ) , -CO-lowei 

10 alkyl (C1-C3 ) ; 

RS is hydrogen. -CH3.-C2H5, Cl. Br. F, -O-CH3 , or -O- 

C2H5; 
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R5 and P.7 are selected from hydrogen, (C1-C3) lower 

alley 1, (C1-C3) lower alkoxy and halo'gen: 

R5 is selected from (a) moieties of the formula: 

-NCOAr', - NCON-Ar' -NCO(CH ; ) n -cycloalkyl. 



R * R R b 

-NCOCH 2 Ar , .^so. 



/=VR, - N-S0 2 CH 2 — C 



R. 



R 



R_ 



R, 



R, -. 




-NS0 2 -loweralkyl(C 3 -C 8 ), 



-N-P 

I 

R 




W J/ 

R7 



-NSCylower alkenyl(C 3 -C 8 ) 
R 



O 
II 

-NH-C-O-lower alkyl(C 3 -C 8 )straight or branched 

O 
II 

-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C 8 )straight or branched, 

? 

-NH-C-lower alkenyl(C 3 -C 8 )straight or branched. 
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wherein cycloalkyl is defined as C3 to Ce cycloalkyl , 
cyclohexenyl or cyclopentenyl ; R a is hydrogen. CH3 , 
C2H5, moieties of the formulae: 





O 



- (CHj)q- N 



-(CH2) 2-0- lower alkyl(Ci-C3) or -CH2CH2OH; q is one, two 
or three; R D is hydrogen, -CH3 or -C2H5; 
and (b) a moiety of the formula: 

-X-RlO; wherein Rio is lower alkyl (C3-C8 ) . lower alkenyl 
10 (C3-C8). - (CH2)p-cycloalkyl (C3-C6) , 



-(CH 2 ) P 



-a ■ -a 

R. R- 



15 



and p is zero to three; 
X is O, S- NH, NCH3 , 




R. 



N 



R. 



R. 




O 
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\ 

C= O or a bond 

/ 

and R5 and R7 are as previously defined 
(c) a moiety cf the formula: 

\ 

5 -N-COJ 

wherein J is R a , lower alkyl(C3-Ce) branched or 
unbranched, lower alkenyl (C3-Ce) branched or unbranched, 
-O- lower alkyKCi-C?) branched or unbranched, -O-lower 
10. alkenyl (C3-C6) branched or unbranched, tetrahydrofuran, 
tetrahydrothiophene, 
the moieties 





15 or -CH2-K' wherein K' is halogen, -OH, tetrahydrofuran, 
tetrahydrothiophene cr the heterocyclic ring moiety: 

-N E 
G=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 



-257- 



SUBSTTTUTE SHEET (RULE 26) 



WO 96/22282 



FCT/USWOIOSI 



substituted with halogen, (C1-C3) lower alkyl, hydroxy, 
-CO-lower alkyl (Ci -C3 ) , CHO, (Ci-C3)lower alkoxy, -CO2- 
iower alkyl (C1-C3 ) , and R a and Rb are as hereinbefore 
defined ; 

S (d) a moiety selected from those of the formulae: 

R 

r 

- N- COCHAr , 



R 

c 

o 

II 

-OC-loweralky](C r C 3 ) , -S-lower alkyKCj-C-) 



-S C^-n^ f — NH(CHJ — CON ^ " . 
-NHCH^-N^ , - 0 -(CH,)-N x 



wherein F c is selected from halogen, {C1-C3) lower alkyl, 
10 -O-lower alkyl (C1-C3) and OH; Rb is as hereinbefore 
defined; 

wherein Ar ; is selected from the group: 
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R8 and Rq are independently hydrogen, lower alkyl 
(C1-C3). O-lower alkyl (C1-C3) . S-lower alkyl (C1-C3 ) , 
-CF3, -CN, -OH, -SCF3 , -OCF3, halogen, NO2, amino, or 
5 -NH-lower alkyl (C1-C3 ); -N- ( lower alkyl (C1-C3 ) J 2 , 
-N(Rb) (CH2)q-N(Rb)2; 
R25 is selected from the moieties 
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10 



15 



W is selected from 0, S. NH, N-iower alkyl (C1-C3) , 
-NCO- lower alkyl (C1-C3 ) , or NS02~Iower alkyl (C1-C3 ) ; and 
pharmaceutical^ acceptable salts thereof. 

67 . A compound selected from those of the 

formula : 



wherein Ri is hydrogen, halogen (chlorine, bromine, 
fluorine, iodine), OH, S-lower alkyl (C1-C3 ) , -SH, -SO- 
lower alkyl (C1-C3) . -S02-lower alkyl (C1-C3 ) . -CO-lower 
alkyl (C1-C3) , -CF3, lower alkyl (C1-C3) . O-lower 
alkyl (C1-C3) , -N02. -NH2< -NHCO lower alkyl (C1-C3 ) ■ -N- 
[ lower alkyl (C1-C3) )2< -SO2NH2; -SO2NH lower alkyl (Ci~ 
C3), or -S02N[ lower alkyl (C1-C3 ) ] 2 ? 

R2 is hydrogen, CI. Br, F, I, -OH, lower alkyl {C1-C3) , 
O-lower alkyl {C1-C3) , or Ri and R2 taken together are 
methylenedioxy or ethy lenedioxy ; 
R3 is the moiety: 



wherein Ar is selected from moieties of the formula: 



R 
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R is independently selected from hydrogen, halogen, 
lower alkyl (C1-C3) . 

A 

-(CR,)q-N^ , -(Q^)q-N^ , 



-<CH2>q-OH, -(CH2)q-0-alkyl(Ci-C3) ; q is one, two cr 
three; 

R4 is selected from hydrogen, lower alkyl (C1-C3 ) , -CO- 
10 lower alkyl (C1-C3) ; 

R5 and R7 are selected from hydrogen, (C1-C3) lower 

alkyl, (C1-C3) lower alkoxy and halogen. 

R6 is selected from (a) moieties of the formula: 
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-NCOAr', 
I 

R 



-NCOCH^Ar 
I 

R 



O 
II 

-N-P 
I 

R 



NCON-Ar, 



-N-SO-, 
R. 



$7 I 



O 




R- "\ 



-NSO,-loweralkvl(C 3 -C 8 ), 
I 

R. 



-NCO(CH- L -cvcloalkyl, 
R 

a 

=^VRj - N-S0 2 CH 2 




' R 




R, 



R. 



-NSO,-lower alkenyl(C 3 -C p ) 



-NH-C-O-lower alkyl(C 3 -C g )straight or branched 



-NH-C-lower alkyl(C 3 -C a )straight or branched, 

O 
II 

-NH-C-O-lower aIkenyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C-C 8 )straight or branched, 

wherein cycloalkyl is defined as C3 to C6 cycloalkyl, 
cyclohexenyl cr cyclopentenyl ; R a is hydrogen, CH3, 
C2H5, moieties of the formulae: 
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A 



-o 



(CH^- N O 
\ / 



- (CH2) 2-0- lower alkyl(Ci-C3) or -CH2CH2OH ; q is one or 
two; R D 1S hydrogen, -CH3 or -C2H5; 
5 and (b) a moiety of the formula: 

-X-R10; wherein Rio is lower alkyl (C3-C8) , lower alkenyl 
(C3-C8) • -(CH2>p-cycloalkyl(C3-C6). 



10 



-(CH 2 ) P —^(2^ 




<ch^ —q- \\ 



-0 

N 

^5' 




and p is zero to three: 
X is C, S, NH, NCH3,. 



15 
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C= O or a bond 



and R5 and R7 are as previously defined 
(c) a moiety of the formula: 



ft 



• N-COJ 



wherein J is Ra, lower alkyl(C3-Cs) branched or 
unbranched, lower alkenyl (C3 -Cg ) branched cr unbranched, 
-O-iower alkyl!C3-C8) branched cr unbranched, -O-iower 
10 alkenyl {C3-C8 ) branched or unbranched, tetrahydrof uran, 
tetrahydrothiophene, 
the moities 



15 

or -CH2-K' wherein K' is halogen, -OH, tetrahydrof uran, 
tetrahydrothiophene or the heterocyclic ring moiety: 




8 
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10 



wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C3.-C3) lower alkyl, hydroxy, 
-CO- lower alkyl (C1-C3) , CHC, (C1-C3) lower alkoxy, -CO2- 
iower alkyl (C1-C3 ) , and R a and Rb are as hereinbefore 
defined; 

(d) a moiety selected from those of the formulae: 

R 

r 

- N- COCHAr' , 



R 

C 



o 

II 

-O-C-lower alkyl (Cj-C 3 ) , -S-lower alkyUC^) 



S ^H^-n^ t -NHtCH^ -CON^ " 



b 



- NHCH,)^- n , -0-(CH 2 ) 2 -N N 



wherein R c is selected from halogen, (C1-C3) lower 
alkyl, -O-lower alkyl (C1-C3) and OH; Rb is as 
hereinbefore defined; 
Ar* is selected from the group: 



15 
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R 5 f R B R q 

R 9 W S 




R8 and R9 are independently hydrogen, lower alkyl 

(C1-C3), O- lower 'alkyl (C1-C3) , S-lower alkyl (C1-C3) , 

5 -CF3, -CN, -OH, -SCF3, -OCF3, halogen, NO2 , amino, or 

-NH- lower alkyl (C1-C3 ) ; -N- [lower alkyl (C1-C3J ] 2, 

-N<Rb> (CH2)q-N(Rb)2? 

R25 is selected from the moieties 



10 
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W is selected from 0, S. NH, N-lower alkyl (C1-C3) , 
-NCO-lower alkyl (C1-C3 ) , or NS02~iower alkyl (C1-C3 J ; and 
pharmaceutical^/ acceptable salts thereof. 

68. A compound selected from those of the 

5 formula: 




wherein A-B is 

I 

-CH 2 -N or 

10 

wherein Ri is hydrogen, halogen (chlorine, bromine, 
fluorine, iodine), OH, S-lower alkyl (C1-C3 ) , -SH, -SO- 
lower alkyl (C1-C3) , -S02~lower alkyl (C1-C3 ) , -CO-lower 
alkyl {C1-C3) , -CF3, lower alkyl (C1-C3) , O-lower 

15 alkyl (C1-C3) , -N02. -NH2. -NHCO lower alkyl IC1-C3 ) . 
-N-[ lower alkyl (C1-C3 )] 2> -S02NH2; -SO2NH lower 
alkyl (C1-C3) , or -SO2N [lower alkyl (C1-C3 ) ] 2 ; 
R2 is hydrogen, CI, Br, F, I, -OH, lower alkyl (C1-C3 ) , 
O- lower alkyl (C1-C3 ) . or Ri and R2 taken together are 

20 methyienedioxy cr ethyienedioxy ; 
R3 is the moiety: 




wherein Ar is selected from moieties of the formula: 



N-CH, 
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(CH^-N^ 



-(CH2)q-OH, - (CH2)q-0-alkyl [C1-C3} ; q is one, two or 
three; 

10 R4 is selected from hydrogen, lower alkyl {C1-C3 ) , -CO- 
lower alkyl (C1-C3) , 

R5 and R7 are selected from hydrogen (C1-C3 ) lower alkyl, 
(C1-C3) lower alkoxy and halogen; 
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Rg is selected from (a) moieties of the formula: 



-NCOAr", -NCON-Ar, -NCO(CH- ) -cycloalkyl, 
I || I 



R. 



-NCOCH 7 Ar , ^-90, 

1 I A 

R . R 



or R 2 -1 

11 /=K 

-NSO r lower alkyl(C 3 -C g ), 
I 

R. 



/^V^ - N-S0 2 CH 2 



Y 




i 






D 
II 


-N-P - 


i 

R 







I 

R. 



R, 




-NH-C-O-lower atkyl(C 3 -C g )straight or branched 



O 

II 



-NH-C-lower alkyl(C 3 -C g )straight or branched, 
O 

-NH-C-O-lower alkenyl(C 3 -C-)straight or branched, 



O 
II 

-NH-C-lower alkenyl(C 3 -C 8 )straight or branched, 



wherein cycloalkyl is defined as C3 to C6 cycloalkyl, 
cyclohexenyl or cyclopentenyl ; R a is hydrogen, CH3, 
C2H5, moieties of the formulae: 



10 
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C^)q-N C 



- (CH2) 2-0- lower alkyl(Ci-C3) or -CH2CH2OH; q is one. two 
or three; R D is hydrogen, -CH3 or -C2H5; 
5 and (b) a moiety of the formula: 

-X-R10; wherein Rio is lower alkyl (C3-C8 ) , lower alkenyl 
(C3-C8) . - (CH2)p-cycloalkyl(C3-C6) - 



10 



Rc 



, *7 *, 



R. 

N 



R. 



o 



and p is zero to three: 
X is O, S, NK. NCH3, 



-270- 



SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/US96/01051 



N 



C= O or a bond 



and Rs and P.7 are as previously defined 
(c) a moiety of the formula: 

5 



wherein J is R a , lower alkyl(C3~C8) branched or 
unbranched, Lower alkeny] (C3 -Cp. ) branched or unbranched, 
10 -O-lower alkyl(Ci-C8) branched or unbranched, -O-lower 
alkenyl {C3-C8) branched or unbranched, tetrahydrof uran, 
tetrahydrothiophene, 
the moieties 



or -CH2-K' wherein K ' is halogen, -OH, tetrahydrof uran, 
tetrahydrothiophene or the heterocyclic ring moiety: 





15 



— N 




G=F 
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10 



wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C1-C3) lower alkyl, hydroxy, 
-CO-lower alkyl (Ci -C3 ) , CHO, (Ci-C3)lower alkoxy, -CO2- 
lower alkyl (C1-C3) , and R a and Rb are as hereinbefore 
defined; 

(d) a moiety selected from those of the formulae: 

R 

r 

-N-COCHAr , 
R 

C 

o 

II 

-O-C-lower alkyl (Cj-Cg) , -S-lower alkyl(C 1 -C 3 ) 

- S- CH,^ -N x , - NrKCH^ - CON 

o / R b 
-NHC^) N ^ , _o-(CH 2 ) 2 -N v 



wherein R c is selected from halogen, (C1-C3) lower alkyl, 
-O-lower alkyl IC1-C3) and OH; Rb is as hereinbefore 
defined; 

Ar 1 is selected from the group: 



15 
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R3 and R9 are independently hydrogen, lower alkyl 
(C1-C3), O- lower alkyl (C1-C3) , S-lower alkyl (Ci -C3 ) , 
-CF3, -CN, -OH, -SCF3, -OCF3, halogen, N02* amino, or 
5 -NH-lower alkyl (C1-C3) ; -N- [ lower alkyl (C1-C3 ) ] 2 , 

-N(Rb) (CH2)q-N(Rb)2; 

R25 is selected from the moieties 




10 W is selected from 0, S, NH, N- lower alkyl (C1-C3 ) . 

-NCO-lower alkyl (C1-C3 > . or NS02~lower alkyl (C1-C3 ) ; and 
pharmaceutical!*' acceptable salts thereof. 
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A compound selected from those of the 



formulae: 



R 



R 




5 wherein Y is ~(CH2)n" and n is an integer zero or one; 
A-B is 



10 wherein m is an integer one when n is one and m is an 
integer one or two when n is zero; 

Rl is hydrogen, halogen (chlorine, bromine, fluorine, 
iodine), OH, S-lower alkyl (C1-C3 ) , -SH, -SO-lower 
alkyl (C1-C3) r -S02-lower alkyl (C1-C3 ) , -CO-iower 

15 alkyl (C1-C3) , -CF3, lower alkyl (C1-C3) , O-lower 

alkyl (C1-C3) . -N02, -NH2, -NHCO lower alkyl {C1-C3 ) , 
-N- [lower alkyl (C1-C3) )2> -SO2NH2; -SO2NH lower alkyl 
('-1-C3 ) , or -S02N[lov;er alkyl (C1-C3 ) ] 2 ; 
R2 is hydrogen, Cl, Br, F, I, -OH, lower alkyl (C1-C3 ) , 

20 O-iower alkyl (C1-C3 ) , or Ri and R2 taken together are 
methylenedioxy or ethylenedioxy ; 
R3 is the moiety: 



25 wherein Ar is selected from moieties of the formula: 



or 
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R4 is selected from hydrogen, lower alkyl (C1-C3 ) , -CO- 
lower alkyl (C1-C3) ; 

R5 and R7 are selected from hydrogen {C1-C3 ) lower 
5 alkyl (C1-C3) lower alkoxy and halogen; 

R6 is selected from (a) moieties of the formula: 
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-NCOAr', 
I 

R 



-NCOCH 7 Ar - 



I 

R. 



O 
II 

-N-P 

I 

R 



-NCON-Ar, 
| I 

R R b 

-N-SO- 



I 

R. 



R, 



O 




R. - J 



-NSO,-lower alky!(C 3 -C 8 ), 
I 

R. 



-NCO(CH- ) n -cycloalkyl, 
R. 



r^ryl^ - N-S0 2 CH 2 



R, 

O 
II 

-N-P 
I 

R 



R. 



_ R, _ 




! 

R_ 



-NSO,-lower alkenyl(C 3 -C g ) 
R 



-NH-C-O-lower alkyl(C 3 -C 8 )straight or branched 

O 
II 

-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 

O 

II 

-NH-C-O-lower alkenyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C g )straight or branched, 

5 wherein cycloalkyl is defined as C3 to Co cycloalkyl, 
cyclohexenyl or cyclopent enyl ; R a is hydrogen, CH3, 
C2H5, moieties of the formulae: 
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- (CH 2 )q 



-O 



- (CH2) 2-0- lower alkyl<Ci-C3) or -CH2CH2OH; q is one. two 
or three; Rb is hydrogen, -CH3 or -C2H5; 
5 and (b) a moiety of the formula: 

-X-R10; wherein Rio is lower alkyl {C3-C8 ) . lower alkenyl 
(C3-C8) , -(CH2>p-cycloalkyl(C3-C6), 

R 5 R 5 



10 



1< 

-0 

N 

-B 



and p is zero to three: 
X is C. S, NH, NCH3, 



15 
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C= O or a bond 

/ 

and R5 and R7 are as previously defined 
(c) a moiety of the formula: 

5 

- N- COJ 

wherein J is R a , lower alkyl(C3-Cs) branched or 
unbranched, lower alkenyl (C3-C8 ) branched or unbranched, 
10 -O-lower alkyl(C3~C8) branched or unbranched, -O-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
tetrahydrothiophene, 
the moieties 




15 

or -CH2-K' wherein K' is halogen, -OH, tetrahydrofuran, 
tetrahydrothiophene or the heterocyclic ring moiety: 




G— F 
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wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C1-C3) lower alkyl, hydroxy-, 
-CO-lower alkyl (Ci -C3 ) , CHO, (Ci~C3)lower alkoxy, -CO2- 
5 lower alkyl (C1-C3 ) , and R a and Rb are as hereinbefore 
defined; 

(d) a moiety selected from those of the formulae: 

R 

r 

- N- COCHAr , 



R 

c 



o 

II 

-O-C-lower alkyl (Cj-Cg) . -S-lower alkyl(C r C 3 ) 



-S CH 2 ) 2 _ h g^ t - NHfCH^ - CON 



b 



10 

wherein R c is selected from halogen, (C1-C3) lower alkyl, 
-0- lower alkyl (C1-C3) and OH; Rb is as hereinbefore 
defined; 

wherein Ar ' is selected from the group: 
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R8 and R9 are independently hydrogen, lower alkyl (Ci- 
C3), O-lower alkyl(Ci-C3) , S-lower alkyl (C1-C3 ) , -CF3, 
5 -CN, -OH, -SCF3 , -OCF3, halogen, NO2 , amino, or -NH- 
lower alkyl (C1-C3) ; - N- [ lower alkyl (C1-C3 ) ] 2 . 
-N(R b ) (CH2)q-N(Rb)2; 
R25 is selected from the moieties 



10 
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W is selected from 0, S, NH, N-lower alkyl (C1-C3 ) , 
-NCO- lower alkyl (C1-3) » or NS02~lower alkyl (C1-C3 ) ; and 
pharmaceutical ly acceptable salts thereof. 



wherein V is selected from 0, S, NH, and H- lower 
alkyl (C1-C3) ; 

Rl is hydrogen, halogen (chlorine, bromine, fluorine, 
10 iodine), OH, S-lower alkyl (C1-C3 ) , -SH, -SO-lower 
alkyl (C1-C3) , -S02-lower alkyl (C1-C3 ) , -CO-lower 
alkyl (C1-C3) . -CF3, lower alkyl (C1-C3 ) , 0-lower 
alkyl {C1-C3) . -N02, -NH2, -NHCO lower alkyl (Ci -C3 ) . 
-N- [lower alkyl (C1-C3) ]2, -SO2NH2; -SO2NH lower alkyl (Ci- 
15 C3), cr -S02N[ lower alkyl {C1-C3 ) ) 2 ; 

R2 is hydrogen, Cl, Br, F, I, -OH, lower alkyl (C1-C3 ) , 
O-lower alkyl (C1-C3) . or Ri and R2 taken together are 
methylenedioxy or ethyleneedioxy ; 
R3 is the moiety : 



wherein Ar is selected from moieties of the formula: 



70. A compound selected from those of the 



formula : 




"3 
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R4 is selected from hydrogen, lower alkyKCi-3), -CQ- 
lower alkyl (C1-C3 ) ; 

R5 and R7 are selected from hydrogen (C1-C3 ) lower 
5 alkyl (C1-C3) lower alkoxy and halogen 

R6 is selected from (a) moieties of the formula: 



-282- 

SUBSTTTUTE SHEET (RULE 26) 



WO 96/22282 



PCT7US96/01051 



-NCOAr, - NCON-Ar, -NCO(CH- ) n -cycloalkyl, 



R 



-NCOCH^Ar 
I 

R. 



2"' > -N-S0 0 

I " 
R 



R. 



- N-S0 2 CH 2 



' R 




O 
II 

-N-P 
I 

R 



-NS0 2 -loweralkyl(C 3 -C 8 ), 
I 

R. 



O 
II 

-N-P 
I 

R 



R, 




I 



-NS0 2 -lower alkenvl(C 3 -C g ) 
I 



O 
II 

-NH-C-Olower alkyI(C 3 -C g )straight or branched 

V 

-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 

O 
•I 

-NH-C-O-lower alkenyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C g )straight or branched, 

wherein cycloalkyl is defined as C3 to C6 cycloalkyl. 
cyclohexenyl or cyclopentenyl ; R a is hydrogen, CH3 , 
C2H5, moieites of the formulae: 
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\ 



10 



- ;CH2) 2-0- lower alkyl(Ci-C3) cr -CH2CH2OH; q is one, 
two or three; R D is hydrogen, -CH3 or -C2H5; 
and (b) a moiety cf the formula: 

-Z-R10; wherein P.10 is lower aikyl (C3-C8) . lower alkeny 
(C3-C8) . - '(CH2)p-cycloalkyl(C3-C6> . 

R. R. 



-(CH 2 )p — ^ 



R. 



Re 




N 



R. 




R 5 

-B 




and p is zero to three: 
X is O, S, NH, NCH3, 

C= O or a bond 
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and R5 and R7 are as previously defined 
(c) a moiety of the formula: 



- N- COJ 



wherein J is R a , lower alkyl (C3-C8) branched or 
unbranched, lower alkenyl {C3-C8) branched or unbranched, 
-O-lower alkyl (C3-C8) branched or unbranched, -O-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydrofuran, 
10 tetrahydrothiophene , 
the moieties 



or -CH2-K' wherein K' is halogen, -OH, tetrahydrofuran, 
15 tetrahydrothiophene or the heterocyclic ring moiety: 



wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
substituted with halogen, (C1-C3) lower alkyl, hydroxy, 
20 -CO-lower alkyl (C1-C3 ) . CHO, (C1-C3) lower alkoxy, 





— N 




G— F 



-285- 

SUBSTITUTE 5HEET(RULE 26) 



WO 96/22282 



PCT/US96/01051 



-C02-lower alkyl (C.1.-C3 ) , and R a and Rb are as 
hereinbefore defined; 

(d) a moiety selected from those of the formulae: 

R 

r 

-N-COCHAr . 



R 

C 



o 
I! 



-0-C-loweralkvl(C 1 -C 3 ) , -S-lower alkyKC^Cg) 



S HCr^X-N^ / - NHfCH^ - CON 



-NHpy „r , -o-fa-y-N^ 



wherein R c is selected from halogen, (C1-C3) lower alkyl, 
-O-lower alkyl (C1-C3) and OH; Rb is as hereinbefore 
defined; 

10 wherein Ar ' is selected from the group: 
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R8 and R9 are independently hydrogen, lower alkyl 
(C1-C3), O-lower alkyl (C1-C3) , S-lower alkyl <Ci~C3 ) . 
5 -CF3, -CN, -OH, -SCF3, -OCF3, halogen, NO2, amino, or 
-NH-lower alkyl (C1-C3) ; -N- [lower alkyl (C1-C3 ) 1 2 . 

-N(Rb) lCH2)q-N(Rb)2; 

R25 is selected from the moieties 
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W is selected from 0, S, NH, M- lower alkyl (C1-C3 ) , 
-NCO-lower alkyl (C1-C3 ) . or NSO2- lower alkyl (C1-C3 ) ; and 
pharmaceutical ly acceptable salts thereof. 

71. A compound selected from those of the 

5 formula: 




R, A-B 



wherein V is 0, S, NH and N- lower alkyl; and 

I 

A-B is — CH 2 — N or N— CH,— 



Rl is hydrogen, halogen (chlorine, bromine, fluorine, 
iodines OH, S- lower alkyl (C1-C3) , -SH, - SO- lower 
alkyl (C1-C3 ) , -S02-lower alkyl (C1-C3 ) , -CO-lower 

15 alkyl (C1-C3) , -CF3, lower alkyl (C1-C3) , O-lower 

alkyl (C1-C3) , -N02. -NH2. -NHCO lower alkyl (C1-C3) , 
-N- [lower alkyl (Ci -C3 ) J 2 , -SO2NH2: -SO2NH lower 
alkyl (C1-C3) . or -S02N[ lower alkyl (C1-C3) ] 2; 
R2 is hydrogen, CI, Br, F, I, -OH, lower alkyl (Ci -C3 ) , 

20 O- lower alkyl (C1-C3 ) , or Ri and P2 taken together are 
methylenedioxy or ethylenedioxy ; 
R3 is the moiety: 

O 
II 

-CAr 

25 

wherein Ar is selected from moieties of the formula: 
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R4 is selected from hydrogen, lower alkyl (C1-C3 ) , 
-CO- lower alkyl (C1-C3) 
5 R5 and R7 are selected from hydrogen (C3.-C3 ) lower 
alkyl (C1-C3) lower alkoxy and halogen; 
R6 is selected from (a) moieties of the formula: 
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-NCOAr, - NCON-Ar, -NCO(CH. ) n -cycloalkyl, 



-NCOCH^Ar' 
I 

R. 



-N-SO- 
R. 



R 



r=^^ - N-S0 2 CH 2 



R. 



R. 




R 5 -i 




-N-P 



-NSO,-lower alkvl(C-C,), 
I 

R 



O 
II 

-N-P 
I 

R. 



_ R, _ 




\ , // 



R_ 



-NSO,-Iower alkenyl(C 3 -C 8 ) 
R 



O 



-NH-C-O-lower alkyl(C 3 -C 8 )straight or branched 



-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C g )straight or branched, 

wherein cycloalkyl is defined as C3 to Cs cycloalkyl, 
5 cyciohexenyl or cyciopentenyl ; R a is hydrogen, CH3 , 
C2H5, moieties of the formulae: 
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-(C^Jq-N^) 



- (CH2) 20- lower alkyl(Cl-C3) or -CH2CH2OH; q is one. two 
or three; R D is hydrogen, CH3 or -C2H5; 
5 (b) a moiety of the formula: 

-X-P-10; wherein Rio is lower alkyl (C3-C8) , lower 
alkenyl (C3-C8) . - (CH2)p-cycloalkyl (C3-C6) - 



10 



-(CH. 



^ 1 



N 



, R 5 



KCH,),-^ 
S 



15 



and p is zero to three: 
X is O, S, NH, NCH3 , 
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C= O or a bond 

/ 

and P.5 and R7 are as previously defined 
(c) a moiety of the formula: 



- N- COJ 



10 



wherein J is R a , lower alkyl(C3-Cp) branched or 
unbranched, lower alkenyl (C3-C8) branched or unbranched, 
O- lower alkyl(C3-C8) branched or unbranched, O-lower 
alkenyl (C3-C8) branched or unbranched, tetrahydroguran, 
tetrahydrothiophene . 
the moieties 






15 cr -CH2-K 1 wherein K* is halogen, -OH, tetrahydrofuran, 
tetrahydrothiophene or the heterocyclic ring moiety: 

-N E 
G=F 

wherein D, E, F and G are selected from carbon or 
nitrogen and wherein the carbon atoms may be optionally 
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substituted with halogen. (C1-C3) lower alkyl, hydroxy, 
-CO-lower alkyl (C1-C3 ) . CHO, (C1-C3) lower alkoxy, 
-C02-lower alkyl (C1-C3 ) . and R a and Rb are as 
hereinbefore defined; 
S (d) a moiety selected from those of the formulae: 



- N- COCHAr , 

I 

R 

C 

o 

II 

-O-C-lower alkyl (Cj-Cg) , -S-lower alkyl(Cj-C 3 ) 



- S- , - NHfCH^ - CON 

\ ^R b 
- NHCH,) - N , - O- (CH,),- N x 

wherein R c is selected from halogen, (C1-C3) lower alkyl 
10 -O-lower alkyl (C1-C3 ) and OH; Rb is as hereinbefore 
defined; 

wherein Ar ' is selected from the group: 
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Ro W S 




R8 and R9 are independently hydrogen, lower alkyl 
(C1-C3), O-lower alkyl (C1-C3) , S-lower alkyl (C1-C3 ) , 
5 -CF3, -CN, -OH, -SCF3 , -OCF3, halogen, NO2* amino, or 
-NH-lower alkyl (C1-C3 ) ; -N- [lower alkyl (C1-C3 ) ] 2 , 
-N (Rb) (CH2)q-N(Rb)2; 
R25 is selected from the moieties 



10 
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72. A compound selected from those of the 

formula: 




wherein Y is selected from 0, S, NH, and N-lower 
5 alkyl<Ci-C3); 

I 

A-Bis — CHj— ]sj or N— CH^- 

i i 

Rl is hydrogen, halogen (chlorine, bromine, fluorine, 
iodine), OH, S-lower alkyl (C1-C3) , -SH, -SO-lower 
alkyl (C1-C3) , -S02-lower alkyl (C1-C3) , -CO-lower 
10 alkyl (C1-C3) * -CF3, lower alkyl (C1-C3) , O-lower 

alkyl (C1-C3) , -N02, -NH2, -NHCO lower alkyl (C1-C3) , - 
N-[ lower alkyl (C1-C3) 1 2/ -SO2NH2; -SO2NH lower alkyl (Ci- 
C3), or -S02N [lower alkyl {C1-C3) ] 2; 

R2 is hydrogen, CI, Br, F, I, -OH, lower alkyl {C1-C3) , 
15 O-iower alkyl (C1-C3) , or Ri and R2 taken together are 
methylenedioxy or ethyleneedioxy; 
R3 is the moiety: 




wherein Ar is selected from moieties of the formula: 
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10 



15 



20 




X-R 



10 



*7 



-On. 

S 



R. 



R4 is selected from hydrogen, lower alkyl(Ci-3), -COlower alkyl(Ci-C3); 
R5 and R7 are selected from hydrogen(C}-C3) lower alkyl(Ci-C3) lower 
alkoxy and halogen 

R6 is selected from (a) moieties of the formula: 



- 296 - 



SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 



PCT/US9W01051 



NCOAr', - NCON-Ar, -NCO(CH ; ) n -cydoalkyl, 



R 



5 -NCOCH 2 Ar' 

I 

R_ 



-N-SO, 

I * 
R 



y=^ - n-so 2 ch 2 

R7 



R. 



0 

II 






0 
II 


I 




N-P 

1 


L Rr J 


2 


-N-P - 
R, 




R. - 1 



15 -NS0 2 -loweralkyl(C 3 -C 8 ), -NSCylower a!kenyl(C 3 -C 8 ) 



R. 



20 



-NH-C-O-lower alkyl(C 3 -C.)straight or branched 



25 



30 



O 
II 

-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C 8 )straight or branched. 



wherein cycloalkyl is defined as C3 to C6 cycloalkyl, cyclohexenyl or 
cyclopentenyl; Ra is hydrogen, CH3, C2H5, moieites of the formulae: 
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15 



20 



25 



30 



-N ) ' CH,)}- 



N O 



10 -(CH2)2-0-lower alkyl(Cl-C3) or -CH2CH2OH: q is one, two or three; Rb is 
hydrogen, -CH3 or -C2H5; 
and (b) a moiety of the formula: 

-X-R10; wherein Rio is lower nlkyl(C3-C8), lower alkenyl (C3-C8), -fCH2)p- 
cvcloalkyl(C3-C6), 



R. 



"< CH 2 )p 



and p is zero to three: 
X is O, S, NH, NCH3, 



R. 




N 




R. 



Rc 



-0. 



R. 
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10 



15 



20 



C= O or a bond 

/ 

and R5 and R7 are as previously defined 
(c) a moiety of the formula: 



- N- COJ 

wherein I is R a , lower alkyl(C3-Cs) branched or unbranched. lower 
alkenyl(C3-C8) branched or unbranched, -O-lower alkyl(C3-Cs) branched 
or unbranched, -O-lower alkenyl(C3-Cs) branched or unbranched, 
tetrahydrofuran, tetrahydrothiophene, 
the moieties 




25 



30 



or -CH2-K' wherein K* is halogen, -OH, tetrahydrofuran, 
tetrahvdrothiophene or the heterocyclic ring moiety: 



-N 
G=F 



wherein D, E, F and G are selected from carbon or nitrogen and wherein 
the carbon atoms may be optionally substituted with halogen, (C1-C3) 
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lower alkyl, hydroxy, -CO-lower alkyl(Ci-C3), CHO, (Ci-C3)lower alkoxy, 
-C02-lower alkyl(Ci-C3), and R a and Rb are as hereinbefore defined; 
(d) a moiety selected from those of the formulae: 

R 

r 

- N- COCHAr , 



R 

C 



o 

II 

-O-C-lower alkyl (C^) , -S-lower alkylfCj-Cg) 

-S C^-N N , — NH(CHj) q — CON 

\ ^R b 

20 -NH^) q - N ^ , _ 0 -(CH 2 ) 2 -N s 

R b 

wherein R c is selected from halogen, (Q-C3)lower alkyl, -O-lower 
alkyl(Ci-C3) and OH; Rb is as hereinbefore defined; 
wherein Ar' is selected from the group: 
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*4 



R8 and R9 are independently hydrogen, lower alkyl (Q-C3), O-lower 
alkyl(Ci-C3). S-lower alkyI(Ci-C3), -CF3, -CN, -OH, -SCF3, -OCF3, halogen. 
NO2, amino, or -NH-lower alkyl(Ci-C3);-N-|lower alkyl(Ci-C3)]2, 

15 -N(Rb)(CH2)q-N(Rb)2; 

R25 is selected from the moieties 



20 



25 



30 
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W is selected from O, S, NH, N-lower alkyl(Ci-C3), -NCO-lower alkyl(C]- 
C3), or NS02-lower alky)(Ci-C3); and pharmaceutical^ acceptable salts 
thereof. 

73. A compound according to claim 72 wherein 



10 



15 



20 



25 



30 



A-B is 



N- CHj- 



R3 is the moiety: 



O 

II 

-CAr 

wherein Ar is selected from moieties of the formula: 





VnHCORj, 



and Y, R a , R D , R c , Rl. R2. R3, R4. RS, R6, 1*7, 1*8, R9, RlO, R25 are as 
previously defined in Claim 72. 

74. A compound according to claim 72 wherein 



A-B is N— CH,— ; 

I 

Y is O; and 

Ra, Rb, Ro Rl - R2» R3, 1*4, R5, R6- R7, R8, R9, RlO, R25 are as previously 
defined in Claim 72. 

75. A compound according to claim 72 wherein 
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A-B is 



N- CHj- 



R3 is the moiety: 



*3 

o 
II 

-CAr 



wherein Ar is selected from moieties of the formula: 



— <^NHCOR 25 
R7 



Y is O; and 

Ra, Rb, Ro Rl, R2, R3, R4/ R5, R6, R7, R8/ R9- RlO, R25 are as previously 
defined in Claim 72. 

76. A compound according to claim 72 wherein 



A-B is 




N- CH,- 



R 3 

Y is NH; and 

25 Ra> Rb, Ro Rl - R2, R3- R4, ^5> R©« R7, R& R9, RlO, R25 are as previously 
defined in Claim 72. 

77. A compound according to claim 72 wherein 



A-B is 



N— CIL,- 



R, 



R3 is the moiety: 
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o 
II 

-CAr 

wherein Ar is selected from moieties of the formula: 



5 




NHCORjj 



10 and Y is NH; and, R a , Rb, Re Rl. 1*2, R3, R4. R5, &6, R7, R8, 1*9, RlO, R25 
are as previously defined in Claim 72. 

78. A compound selected from those of Formula 1: 



15 




Formula I 

20 wherein Y is selected from (CH2)rv O, S, NH, NCOCH3, N-lower alkyl (Ci- 
C3), CH-lower alkyl(Ci-C3), CHNH-lower alkyl(Ci-C3), CHNH2, 
CHN[lower alkyl(Ci-C3)]2,CHO-lower alkyl(Ci-C3), CHS-lower alkyKQ- 
C3), 

wherein n is an integer from 0-2; 
25 a-B is 

I I 
"(CH^-N or N-(CH 2 ) m - 

^3 R3 
3® wherein m is an integer from 1-2, provided that when Y is -(CH2)n- and 
n=2, m may also be zero and when n is zero, m may also be three, 
provided also that when Y is -(CH2)n- and n is 2, m may not also be two; 
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Rl is hydrogen, halogen (chlorine, bromine, fluorine, iodine), OH, -S- 
lower alkyl(Ci-C3), -SH, -SO lower alkyl(Ci-C3), -SO2 lower alkyl(Ci-C3), 
-CO-lower alkyl(Ci-C3), -CF3, lower alkyl(Ci-C3), O-lower alkyl(Ci-C3), 
-NO2, -NH2, -NHCO lower alkyl(Ci-C3), -N-[lower alkyl(Ci-C3)]2, 
-SO2NH2, -SO2NH lower alkyl (C1-C3), or -S02N[lower alkyl(Ci-C3)]2; 
R2 is hydrogen, CI, Br, F, 1, -OH, lower alkyl(Ci*C3), O-lower alkyl(Ci-C3), 
or Rl and R2 taken together are methylenedioxy or ethylenedioxy; 
R3 is the moiety 

O 
II 

-CAr 

wherein Ar is a moiety selected from the group 



15 



20 




25 



30 



Re 



NHCORjs 



R. 



O 



R 



10 



N=f X R io 



and X is O, S, -NCH3 or -NH 

R4 is selected from hydrogen, lower alkyl(Ci-C3), -CO-lower alkyl(Ci-C3); 
R5 and R7 are selected from hydrogen, (C1-C3) lower alkyl, (Ci-C3)lower 
alkoxy and halogen 
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R6 is selected from (a) moieties of the formula: 



-NCOAr ' 



R 



NCON-Ar, -NCO(CHL) -cycloalkyl, 

1 I A 



-NCOCH ? Ar 
I 

R. 



10 



-N-P 
I 

R 



15 



-N-sa 



R. 



R 2 -, 




-NS0 2 -loweralkvl(C 3 -C 8 ), 
I 

R 



N-S0 2 CH 2 




— 1 2 



R, 



R7 



-NSOj-lower alkenyl(C 3 -C 8 ) 



20 



25 



30 



-NH-C-O-lower alkyl(C 3 -C 8 )straight or branched 

O 
II 

-NH-C-lower alkyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C g )straight or branched, 
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wherein cycloalkyl is defined as C3 to C6 cycloalkyl, cyclohexenyl or 
cyclopentenyl; R a is hydrogen, CH3, C2H5, moieties of the formulae: 

A 



-(CH2)2-0-lower alkyl(Ci-C3) or -CH2CH2OH; q is one, two or three; Rb is 
hydrogen, -CH3 or -C2Hs;and 
(b) a moiety of the formula: 

-X-R10, wherein Rio is lower alkyl(C3-Cs), lower alkenyl(C3-Cs), -(CH2)p- 
cycloalkyl(C3-C6), 



Rs R 5 



R. 




r 5 



25 



N 

R. 



s' 



30 



O 

and p is zero to three; 
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X is 0, S, NH, NCH3, 

\ 

C= O or a bond 

/ 

and R5 and R7 are as previously defined, 
(c) a moietv of the formula: 

R b 
I 

-N-COJ 

wherein J is R a , lower alkyl (C3-C8) branched or unbranched, lower 
alkenyl(C3-C8) branched or unbranched, -O-lower alkyl(C3-C8) branched 
or unbranched, -O-lower alkenyl(C3-Cs) branched or unbranched, 
tetrahydro/uran, tetrahydrothiophene, the moieties 



15 



20 




25 

or -CH2-K* wherein K' is halogen, -OH, tetrahydrofuran, 
tetrahydrothiophene or the heterocyclic ring moiety: 



30 



— N E 

\ / 
G=F 
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wherein D, E, F and G are selected from carbon or nitrogen and wherein 
the carbon atoms may be optionally substituted with halogen, (C1-C3) 
lower alkyl, hydroxy, -CO-lower alkyl(Ci-C3), CHO, (Ci-C3)lower alkoxy, 
-C02-lower alkyl(Ci-C3), and R a and Rb are as hereinbefore defined; 
(d) a moiety selected from those of the formulae: 



R 



N- COCHAr , 



10 



R 



O 



15 



-O-C-loweralkyKCj-Cg) , -S-lower alkyKCj-Cg) 



- S- Cy\\ - N , — NH(CHJ - CON 



20 



25 



- NHP^) q _ N ^ , _ o- (CH^- N x 



wherein R c is selected from halogen, (Ci-C3)lower alkyl, -O-lower 
alkyl(Cl-C3) and OH; Rb is as hereinbefore defined; 
wherein Ar' is selected from the group: 
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R, 



5 



10 





R, 



'8 




R8 and R9 are independently hydrogen, lower alkyl (Q-C3), O-lower 
alkyl(Ci-C3), S-lower alkyl(Q-C3), -CF3, -CN, -OH, -SCF3, -OCF3, halogen, 
NO2, amino, or -NH-lower alkyl(Ci-C3); -N-[lower alkyl(Ci-C3)]2, 
-N(R b )(CH 2 )q-N(Rb)2; 

W is selected from O, S, NH, N-lower alkyl (C1-C3), -NCO-lower alkyl(Ci- 
C3), or NS02-lower alkyl(Ci-C3); 
R25 is selected from the moieties 
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and the moiety 

represents: a 6-membered aromatic (unsaturated) heterocyclic ring having 
one nitrogen atom, wherein the 6-membered aromatic (unsaturated) 
heterocyclic ring having one nitrogen atom is optionally substituted by 
(Ci-C3)lower alkyl, formyl, a moiety of the formula: 



~ (CH,) N 

\ 

halogen or (C]-C3)lower alkoxy; and the pharmaceutical^ acceptable salts, 
15 esters and pro-drug forms thereof. 

79. A compound selected from those of the formulae: 

*2 A-B 

wherein Y is selected from -(CH2)-, O. 5, NH, NCOCH3, N-lower alkyl (Q- 
C3), CH-lower alkyl(Ci-C3), CHNH-Iower alkyl(Ci-C3), CHNH2, 
CHN[lower alkyl(Ci-C3)]2,CHO-lower alkvl(Ci-C3), CHS-lower alkvl(C]- 
C 3 ); 
A-B is 

- (CH,)- N- ~ N - (CH 2 ) 

*2 , or , 2 

R 3 R 3 
Rl is hydrogen, halogen (chlorine, bromine, fluorine, iodine), OH, S- 
lower alkyI(Ci-C3), -SH, -SO-lower alkyl(Ci-C3), -S02-lower alkyl(Ci-C3), 
-CO-lower alkyl(Ci-C3), -CF3, lower alkyl(Ci-C3). O-lower aIkyl(Ci-C3), 
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-N02, -NH2, -NHCO lower alkyl(Ci-C3), -N-[lower alkyl(Ci-C3))2, 
-SO2NH2; -SO2NH lower alkyl (Q-C3), or -S02N[lower a!kyl(Ci-C3)]2; 
R2 is hydrogen, CI, Br, F, 1, -OH, lower alkyl(Ci-C3), O-lower alkyl(Ci-C3), 
or Ri and R2 taken together are methylenedioxy or ethylenedioxy; 
R3 is the moietv: 

O 
II 

-CAr 

wherein Ar is selected from moieties of the formula: 

R. 



Rc 



'f W 





X-R 



10 



R. 



R c 



R, 



o 



R 



10 



-X-R. 



10 



R4 is selected from hydrogen, lower alkyl(Ci-C3), -CO-lower alkyl(Ci-C3); 
R5 and R7 are selected from hydrogen(Ci-C3)lower alkyl(Ci-C3) lower 
alkoxy and halogen; 

R6 is selected from (a) moieties of the formula: 



30 
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-NCOAr', - NCON-Ar, -NCO(CH ; ) p -cycloalkyl, 



R. 



R. R b 



-NCOCH 2 Ar' , , N . so . 



R. 



10 



o 



-N-P 
I 

R 



R, 



O 




W |// 

R_ 



15 



-NS0 3 -lower alkyl(C 3 -C 8 ), 



O 



R 



20 




-NH-C-Olower alkyl(C,-Ostraight or branched 



25 



30 



-NH-C-lower aIkyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-O-lower alkeny!(C 3 -C g )straight or branched, 

O 
II 

-NH-C -lower alkenyl(C 3 -C 8 )straight or branched, 

wherein cycloalkyl is defined as C3 to C6 cycloalkyl, cyclohexenyl or 
cyclopentenyl; R a is hydrogen, CH3, C2H5, moieties of the formulae: 
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-CH,)q-N 



\ 



10 



15 



(CHjJq-N^) 



-CHj)q-N C 



-(CH2)2-0-lower alkyl(Ci-C3) or -CH2CH2OH; q is one, two or three; R D is 

hydrogen, -CH3 or -C2H5; 

and (b) a moiety of the formula: 

-X-R10; wherein Rio is lower alkyl(C3-C8), lower alkenyl (C3-C8), -(CH2)p- 
cycloalkyl(C3-C6), 



Re 



-(CH. 



-4 



20 



25 



30 



and p is zero to three: 
X is O, S, NH, NCH3, 




N 



R, 
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X 

C= O or a bond 

/ 

and R5 and R7 are as previously defined 
(c) a moiety of the formula: 



- N- COJ 

10 wherein J is Ra, lower alkyl(C3-C8) branched or unbranched, lower 

alkenyl(C3-C8) branched or unbranched f -O-lower a!kyl(C3-C8) branched 
or unbranched, -O-lower alkenyl(C3-C8) branched or unbranched, 
tetrahydrofuran, tetrahydrothiophene, 
the moieties 



15 



20 




25 




or -CH2-K' wherein K' is halogen, -OH, tetrahydrofuran, 
tetrahydrothiophene or the heterocyclic ring moiety: 

30 




G=F 
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wherein D, E, F and G are selected from carbon or nitrogen and wherein 
the carbon atoms may be optionally substituted with halogen, (Ci~ 
C3)lower alkyl, hydroxy, -CO-lower alkyl(Ci-C3), CHO, (Cl-C3)k>wer 
alkoxy, -C02-lower alkyl(Ci-C3), and R a and Rb are as hereinbefore 
defined; 

(d) a moiety selected from those of the formulae: 

?• 

- N- COCHAr , 



R 



O 
II 

15 -0-C-loweralkyl(C r C 3 ) , -5-lower alkyl(C 1 -C 3 ) 



- S- (PHjX - " , - NH^H^ - CON 

\ > 

-NH<CH,) N ^ , _0-(CH 3 ) 2 -N N 

wherein R c is selected from halogen, (Ci-C3)lower alkyl, -O-Iower 
alkyl(Ci-C3) and OH; Rb is as hereinbefore defined; x 
wherein Ar' is selected from the group: 



b 
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R8 and R9 are independently hydrogen, lower alkyl(Ci-C3), O-lower 
alkyl(Ci-C3), S-lower alkyl(Ci-C3), -CF3, -CN, -OH, -SCF3, -OCF3, halogen, 
15 NO2, amino, or -NH-lower alkyl(Ci-C3); - N-[lower alkyl(Ci-C3)l2, 
-N(Rb)(CH2)q-N(Rb)2; 
R25 is selected from the moieties 



20 



25 



30 
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W is selected from O, S, NH, N-lower alkyl(Ci-C3), -NCO-lower alkyl(Ci- 
3), or PJS02-lower alkyl(Ci-C3); and pharmaceutically acceptable salts 
thereof. 

80. A compound according to claim 79 wherein 



A-Bis 



N- CH,- 



10 R3 is the moiety: 



O 



-CAr 

wherein Ar is selected from moieties of the formula: 



15 





NHCOR^. ; 



20 and Y, R a , Rb, Ro Rl, R2, R3, R4, R5, R6, R7, R8. R9, RlO, R25 are as 
previously defined in Claim 79. 

81. A compound according to claim 79 wherein 



A-Bis 



25 



N— (Tri- 
ll 



Y is -(CH2)-; and 

Ra, Rb, Ro Rl» R2, R3, R4, R5- R6, R7. R8- R9. RlO, R25 are as previously 
defined in Claim 79. 
30 82. A compound according to claim 79 wherein 
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A-Bis N— CR,— ; 

i 

Y is O; and 

Ra, Rb/ Ro RL R2, R3^ R4< R5> R6» R7, R8< R9. RlO, R25 are as previously 
defined in Claim 79. 

83. A compound according to claim 79 wherein 

A-Bis N— Cri- ; 

I 

R 3 

YisNH;and 

Ra, Rb, Re Rl» R2, R3^ R4. R5- R6. R7, R8< R9, RlO, R25 are as previously 
defined in Claim 79. 
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84. A compound according to claim 79 wherein 



A-B is N- CHj— 



R3 is the moiety: 



R 3 

o 
II 

-CAr 



wherein Ar is selected from moieties of the formula: 




R. 



R7 



NHCORjg 



Y is -(CH2)-; and 

Ra, Rb, Ro Rl* R2. R3, R4, R5/ R6, R7, R8, R9. RlO, R25 are as previously 
defined in Claim 79. 

85. A compound according to claim 79 wherein 



25 



30 



A-B is 



N— CH,- 
I 

R, 



R3 is the moiety: 



O 
II 

-CAr 

wherein Ar is selected from moieties of the formula: 



- 321 - 



SUBSTITUTE SHEET (RULE 26) 



WO 96/22282 PCT/US96/01051 



10 



15 



20 



25 




NHCORjg 



Y is O; and 

Ra, Rb, Rc- RL R2, R3- R4, R5- ^6> R7, R8> R9, RlO, R25 are as previously 
defined in Claim 79. 

86. A compound according to claim 79 wherein 



A-B is 



N— CH,- 
I 



R3 is the moiety: 



R, 



O 
II 

-CAr 



wherein Ar is selected from moieties of the formula: 

R. 





V-NHCOR^ 



Y is NH; and 

Ra, Rb, Rc- Rl. R2, R3, R4- R5- R6, R7- R8> R9» RlO, R25 are as previously 
defined in Claim 79. 
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87. A compound selected from those of Formula I: 

R 1 




Formula I 

wherein Y is selected from (CH2)rw 0, S, NH, NCOCH3, N- 
lower alkyl (C1-C3) , CH-lower alkyl (C1-C3) , CHNH-lower 
alkyl (C1-C3) / CHNH2, CHN [ lower alkyl (C1-C3) ] 2, CHO-lower 
alkyl (Ci-C3> / CHS-lower alkyl (C1-C3) , 
wherein n is an integer from 0-2; 
A-B is 

i i 

- <CH 2>m-N « N-(CHj) m - 



wherein m is an integer from 1-2, provided that when Y 
is -(CH2)n~ anci n=2 ' m ma y also be zero and when n is 
zero, m may also be three, provided also that when Y is 
-<CH2)n- and n is 2, m may not also be two; 

15 Ri is hydrogen, halogen (chlorine, bromine, fluorine, 
iodine), OK, -S-lower alkyl (C1-C3) , -SH, -SO lower 
alkyl (C1-C3) , -SO2 lower alkyl (C1-C3) , -CO-lower 
alkyl (C1-C3) , -CF3, lower alkyl {C1-C3) , 0-lower 
alkyl (C1-C3) , -N02, -NH2/ -NHCO lower alkyl (C1-C3) , -N- 

20 [lower alkyl (C1-C3) ] 2> -SO2NH2, -SO2NH lower alkyl 
(C1-C3), or -S02N[lower alkyl (C1-C3) ] 2; 
R2 is hydrogen, Ci, Br, F, I, -OH, lower alkyl (C1-C3) , 
0-lower alkyl (C1-C3) , cr Ri and R2 taken together are 

methylenedioxy or ethylenedioxy; 
25 R3 is the moiety 
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wherein Ar is a moiety selected from the group 




R7 

N=j^ X ~ R io 

5 and X is 0, S, -NCH3 or -NH 

R4 is selected from hydrogen, lower alkyl (C1-C3) , -CO- 
lower alkyl (C1-C3) ; 

R5 and R? are selected from hydrogen, (Ci-C3) lower 
alkyl, (C1-C3) lower alkoxy and halogen 
10 R6 is selected from (a) moieties of the formula: 
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-NCOAr, - NCON-Ar, 

a R R, 



-NCO(CH ; ) n -cycloalkyl 
R. 



-NCOCH 2 Ar , ^ 
1 I ' 



/=%>*2 . N-S0 2 CH 2 
R7 




10 



o 

II 

-N-P 
I 

R 



R. -\ 



15 



-NS0 2 -lower alkyl(C 3 -C 8 ), 



R. 



O 
II 

-N-P 
I 

R. 



R 



2 — 1 




I 

R- 

/ 

-NS0 2 -lower alkenyl(C 3 -C g ) 
R. 



20 



O 
II 

-NH-C-O-lower alkyl(C 3 -C g )straight or branched 



25 



30 



-NH-C-Iower alkyUC^-C^straight or branched, 

O 
II 

-NH-C-O-lower alkenyl(C 3 -C g )straight or branched, 

O 
II 

-NH-C-lower alkeny!(C 3 -C 8 )straight or branched, 

wherein cycloalkyl is defined as C3 to C(, cycloalkyl, cyclohexenyl or 
cyclopentenyl; R a is hydrogen, CH3, C2H5, moieties of the formulae: 
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-(CHjJq-N 



\ 



-(CH,)q- 



10 



15 



20 



-O 



/ \ 

(CHjJq- N O 



-(CH2)2-0-lower alkyI(C]-C3) or -CH2CH2OH; q is one, two or three; Rb is 
hydrogen, -CH3 or -C2Hs;and 
(b) a moiety of the formula: 

-X-R10, wherein Rio is lower alkyl(C3-C8), lower alkenyl(C3-C8), -(CH2)p- 
cvcloalkyl(C3-C6), 





R 5 



p V <s 
N 



R. 



-Q 



R_ 



25 



30 



and p is zero to three; 
X is O, S, NH, NCH3, 



R r 



o 
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C= O or a bond 

/ 

and R5 and R7 are as previously defined, 
(c) a moiety of the formula: 

K 

r 

- N-COJ 

wherein J is Ra, lower alkyl (C3-C8) branched or unbranched, lower 
alkenyl(C3-C8) branched or unbranched, -O-lower alkyl(C3-Cs) branched 
or unbranched, -O-lower alkenyl(C3-Cs) branched or unbranched, 
tetrahydrofuran, tetrahydrothiophene, the moieties 





25 



or -CH2-K' wherein K' is halogen, -OH, tetrahydrofuran, 
tetrahydrothiophene or the heterocyclic ring moiety: 



30 — N E 

\ / 
G=F 

wherein D, E, F and G are selected from carbon or nitrogen and wherein 
the carbon atoms may be optionally substituted with halogen, (C1-C3) 
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5 



lower alkyl, hydroxy, -CO-lower alkyl(C]-C3), CHO, (Ci-C3)lower alkoxy, 
-C02-lower alkyl(Ci-C3), and R a and Rb are as hereinbefore defined; 
(d) a moiety selected from those of the formulae: 

R 

r 

- N- COCHAr , 



10 R c 



O 
II 

-O-C-lower alkyl (C r C 3 ) , -S-lower alkyKCj-C^ 



15 



- S- -N x , - NHCH^ - CON 

20 ^ 

wherein Rc is selected from halogen, (Ci-C3)lower alkyl, -O-lower 
alkyl(Ci-C3) and OH; Rb is as hereinbefore defined; 
25 wherein Ar' is selected from the group: 
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R8 and R9 are independently hydrogen, lower alkyl (C1-C3), O-lower 
alkyl(Cl-C3), S-lower alkyl(Ci-C3), -CF3, -CN, -OH, -SCF3, -OCF3, halogen, 
NO2, amino, or -NH-lower alkyl(Ci-C3); -N-{lower alkyl(Ci-C3)]2, 
-N(Rb)(CH 2 )q-N(R b )2; 

W is selected from O, S, NH, N-lower alkyl (C1-C3), -NCO-lower alkyHCi- 
C3), or NS02-lower alkyl(C]-C3) 
1*25 is selected from the moieties 
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20 
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and the moiety 

represents: a 5-membered aromatic (unsaturated) heterocyclic ring having 
one S heteroatom wherein the 5 -membered aromatic (unsaturated) 
heterocyclic ring is optionally substituted by (Ci-C3)lower alkyl, formyl, a 
moiety of the formula: 

- (CH 2 ) q N 

halogen or (Ci-C3)lower alkoxy; and the pharmaceutical^ acceptable salts, 
esters and pro-drug forms thereof. 

88. A compound selected from those of the formula: 

R, A-B 

wherein Y is selected from -(CH2)-, O, S, NH, and N-lower alkyi(Ci-C3); 

I 

A-B is — CH : — N or N— CR,— 



R, R3 

Rj is hydrogen, halogen (chlorine, bromine, fluorine, iodine), OH, 5- 
lower alkyl(Ci-C3), -SH, -SO-lower a!kyl(Ci-C3), -S02-lower alkyl(Ci-C3), 
-CO-lovver alkyl(Ci-C3), -CF3, lower alkyl(Ci-C3), O-lower alkyl(Ci-C3), 
30 -NO2, -NH2, -NHCO lower alkyl(Ci-C3), -N-[lower alkyl(Ci-C3))2,- 
SO2NH2; -SO2NH lower alkyl(Ci-C3), or -S02N[lower alkyl(Ci-C3)]2; 
R2 is hydrogen, CI, Br, F, I, -OH, lower alkyl(Ci-C3), O-lower alky)(Ci-C3), 
or Ri and R2 taken together are methylenedioxy or ethyleneedioxy; 
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R3 is the moiety: 

O 

11 

-CAr 



5 wherein Ar is selected from moieties of the formula: 




R4 is selected from hydrogen, lower alkyl(Ci-3), -CO-lower alkyl(Ci-C3); 
R5 and R7 are selected from hvdrogen(Ci-C3) lower alkyl(Ci-C3) lower 
cilkoxy and halogen 

R6 is selected from (a) moieties of the formula: 
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-NCOAr', " NCON-Ar , -NCO(CH 2 ) n -cycloalkyl, 




-NS0 2 -lower alkyl(C 3 -C 8 ), -NS0 2 -Iower alkenyl(C 3 -C 8 ) 



O 
II 

-NH-C-O-lower alkyl(C 3 -C 8 )straight or branched 

O 
II 

-NH-C-lower alkyl(C 3 -C g )scraight or branched, 
O 

-NH-C-Olower alkenyl(C 3 -C 8 )straight or branched, 

O 
II 

-NH-C-lower alkenyl(C 3 -C 8 )straight or branched, 
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wherein cycloalkyl is defined as C3 to C6 cycloalkyl, cyclohexenyl or 
cyclopentenyl; R a is hydrogen, CH3, C2H5, moieites of the formulae: 



10 



-(CH,)q- N 




15 



CH^-N C 



-(CH2)2-0-lower alkyl(Ci-C3) or -CH2CH2OH; q is one, two or three; R D is 

hydrogen, -CH3 or -C2H5; 

and (b) a moiety of the formula: 

-X-R10; wherein Rio is lower aikyl(C3-C8), lower alkenvl (C3-C8), -(CH2)p- 
cycloalkyl(C3-C6), 



R. 



20 



-(CH 2 )p 

R. 



R 5 

-4 



R_ 



25 




N 



R, 



30 



R. 




and p is zero to three: 
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X is O, S, NH, NCH3, 



C= O or a bond 



/ 



and R5 and R7 are as previously defined 
(c) a moiety of the formula: 



- N- COJ 

wherein J is R a , lower alkyl(C3-C8) branched or unbranched, lower 
alkenyl(C3-C8) branched or unbranched, -O-lower alkyl(C3-C8) branched 
or unbranched, -O-lower alkenyl(C3-C8) branched or unbranched, 
tetrahydrofuran, tetrahydrothiophene, 
the moieties 





25 



or -CH2-K' wherein K' is halogen, -OH, tetrahydrofuran, 
30 tetrahvdrothiophene or the heterocyclic ring moiety: 



-N E 
G=F 
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wherein D, E, F and G are selected from carbon or nitrogen and wherein 
the carbon atoms may be optionally substituted with halogen, (C1-C3) 
lower alkyl, hydroxy, -CO-lower alkyl(Ci-C3), CHO, (Ci-C3)lower alkoxy, 
-C02-lower alkyI(Ci-C3), and R a and R D are as hereinbefore defined; 
(d) a moiety selected from those of the formulae: 



R 

1 a 



- N- COCHAr , 
R 



C 



o 

II 

15 -0-C-loweralkyl(C 1 -C 3 ) , -S-lower alkyKCj-Cg)' 



- 5 - N n , - NH(CH,) q - CON 

\ ^R 



b 

- Nf-KTH^- N , - O- (CH^- N x 

wherein R c is selected from halogen, (Ci-C3)lower alkyl, -O-lower 
alkyl(C]-C3) and OH; Rb is as hereinbefore defined; 
wherein Ar' is selected from the group: 
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10 




R8 and R9 are independently hydrogen, lower alkyl (C1-C3), O-lower 
alkyl(Ci-C3), S-lower aikyl(0-C3), -CF3, -CN, -OH, -SCF3, -OCF3, halogen, 
1 5 NO2, amino, or -NH-lower alkyl(Ci-C3);-N-[lower alkyl(Ci-C3)]2, 

-N(Rb)(CH 2 )q-N(Rb)2; 

R25 is selected from the moieties 



20 



25 



30 
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W is selected from O, S, NH, N-lower alkyl(Ci-C3), -NCOlower alkyKQ- 
C3), or NS02~lower alkyl(Ci-C3); and pharmaceutical^ acceptable salts 
thereof. 

5 89. A compound according to claim 88 wherein 

I ru 
A-B is N- CH,- ; 

k 

0 R3 is the moiety: 

O 
II 

-CAr 

wherein Ar is selected from moieties of the formula: 



15 




and Y, R a , Rb, Re Rl, 1*2, R3. R4, R5, R6- R7, R8- R9- RlO, R25 are as 
previously defined in Claim 88. 

90. A compound according to claim 88 wherein 

A-B is il— CR,— ; 

I 

Y is -(CH2)-; and 

Ra, Rb, Ro Rl, R2, R3, R4, R5, R6- R7, R8, R9, RlO, R25 are as previously 
defined in Claim 88. 

91. A compound according to claim 88 wherein 
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10 



15 



A-B is 



N— CR,- 



R, 



Y is O; and 

Ra. Rb, Ro Rl. R2, R3, R4, R> R6, R?, R8< R9, RlO, R25 are as previously 
defined in Claim 88. 

92. A compound according to claim 88 wherein 



A-B is 



R 3 

Y is NH; and 

Ra, Rb- Re Rl. R2, R3, R4- R5. R6. R7, R8< R9. RlO, R25 are as previously 
defined in Claim 88. 



N— CH,- 



20 



25 



30 



35 



93. A compound according to claim 88 wherein 



A-B is 



N- CH,- 



R3 is the moiety: 



*3 



O 
II 

-CAr 



wherein Ar is selected from moieties of the formula: 




Rc 



NHCOR^ 
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Ra, Rb, Ro Rl/ R2- R3/ R4. R5, R6» R7, R8/ R9, RlO, R25 are as previously 
defined in Claim 88. 

94. A compound according to claim 88 wherein 



A-B is 



N— C^- 



R3 is the moiety: 



R 3 

o 
11 

-CAr 




y-NHCOR^ 



wherein Ar is selected from moieties of the formula: 

R 5 R- 

r 

: N 

and Y is NH; 

Ra/ Rb. Ro Rl- R2, R3, R4, R5, R6, R7, R8- R9, RlO, R25 are as previously 
defined in Claim 88. 

95. A compound according to claim 88 wherein 




A-B is 



N- CH,— 



R, 



R3 is the moiety: 



30 



-CAr 

wherein Ar is selected from moieties of the formula: 
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NHCOR^ 



and Y is O; 

Ra< Rb* Re* Rl/ R2* R3* R4r Rs* R6# R7# R8* R9* R 10, R25 
5 are as previously defined in Claim 88. 

96. The compound according to claim 1, N-[4- 
(dibenz [b f f ] [ 1 , 4 ) oxazepin-10 (11H) -ylcarbonyl) -phenyl J- 
[1,1' -biphenyl ) -2-carboxamide . 

97. The compound according to claim 1, N-[4- 
10 (dibenz [b, f ] [ 1 , 4 ] oxazepin-10 (11H) -ylcarbonyl) -3-chloro- 

phenyl] [1, 1 'biphenyl ] -2-carboxamide . 

98. The compound according to claim 1, N-[5- 
(dibenz [b, f] [1, 4] oxazepin-10 (11H) ylcarbonyl) -2- 
pyridinyl] -5-f luoro-2-metbylbenzamide . 

15 99. The compound according to claim 1, N-[5- 

(dibenz [b, f] (1, 4] oxazepin-10 (11H) -ylcarbonyl) -2- 
pyridinyl] -2- (4-pyridinyl) benzamide . 

100. The compound according to claim 1, N-[5- 
(pyrido [2, 3-b] [1, 5] benzoxazepin-6 (5H) -ylcarbonyl) -2- 

20 pyridinyl] [1, 1 'biphenyl] -2-carboxamide. 

101. The compound according to claim 1, N-[5- 
(pyrido [2, 3-b] [ 1 , 4 ] benzoxazepin-5 ( 6H) -ylcarbonyl) -2- 
pyridinyl] [1,1 1 -biphenyl) -2-carboxamide . 

102. The compound according to claim 1, N-[4- 
25 (pyrido [2, 3-b] [ l r 4 ] benzoxazepin-5 (6H) -ylcarbonyl) -3- 

chloropheny 1 ] [ 1 , 1 1 biphenyl ] -2-carboxamide . 

103. The compound according to claim 1, 

N- (4- (6, ll-dihydropyrido[2, 3-b] [ 1, 5]benzodiazepin-6 (5H) - 
ylcarbonyl ) -phenyl ) [ 1 . 1 1 -biphenyl ] -2-carboxamide . 
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104. The compound according to claim 1, N-[4- 
(6, 11-dihydropyrido [2, 3-b] [ 1, 5 ] benzodiazepin~6 (5H) -yl- 
carbonyl) -3-chlorophenyl] [l r 1 '-biphenyl] -2-carboxamide. 

105. The compound according to claim 1, N-[4- 
5 (6, 11-dihydropyrido [2, 3-b] [ 1, 5]benzodiazepin-6 (5H) -yl- 

carbonyl) phenyl] [1,1 '-biphenyl] -2-carboxamide, 
hydrochloride. 

106. The compound according to claim 1, N-[4- 
[ (5, ll-dihydro-10H-dibenz [b, e] [1 , A ] diazepin-10-yl) - 

10 carbonyl ] -3-chlorophenyl ] [1,1' -biphenyl ] -2-carboxamide . 

107. The compound according to claim 1, N-[4- 
[ (5, li-dihydro-lOH-dibenz [b,e] [1, 4 ]diazepin-10-yl) - 
carbonyl ] -phenyl ] [1,1' -biphenyl ] -2-carboxamide . 

108. The compound according to claim 1, N-[4- 
15 [ (5, ll-dihydro-10H-dibenz[b,e] [1, 4 ]diazepin-10-yl)- 

carbony 1 ] -3-methylpheny 1 ] [1,1' -biphenyl ] -2-carboxamide . 

109. The compound according to claim 1, N-[4- 
[ (5, ll-dihydro-10H-dibenz [b,e] [1, 4)diazepin-10-yl) - 
carbonyl )-2-methylphenyl] [1,1 '-biphenyl] -2-carboxamide. 

20 110. The compound according to claim 1, N-[4- 

[ (5, ll-dihydro-10H-dibenz [b, e] [ 1 , 4 ]diazepin-10-yl) - 
carbonyl ] -2-chlorophenyl ) [ 1 $ 1 ' -biphenyl ] -2-carboxamide . 

111. The compound according to claim 1, N-[4- 
[ (6, ll-dihydro-5H-dibenz [b, e] azepin-5-yl) carbonyl ] - 

25 pheny] [ 1, 1 • -biphenyl ] -2-carboxamide . 

112. The compound according to claim 1, N-[4- 
t (6, ll-dihydro-5H-dibenz [b, e] azepin-5-yl) carbonyl] -3- 
chlorophenyl] [1,1* -biphenyl] -2-carboxamide. 

113. The compound according to claim 1, N-[4- 
30 [ (6, ll-dihydro-5H-dibenz [b, e] azepin-5-yl) carbonyl] -3- 

methylpheny 1 ] [ 1 , 1 * -biphenyl ] -2-carboxamide . 

114. The compound according to claim 1, N-[4- 
[ (6, ll-dihydro-5H-dibenz [b, e] azepin-5-yl ) carbonyl] -2- 
chlorophenyl ] [1,1' -biphenyl ] -2-carboxamide . 
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115. The compound according to claim 1, N-[5- 
[ (6, ll-dihydro-5H-pyrido(2, 3-b] [1, 4]benzodiazepin-5- 
yl) carbonyl] -2-pyridinyl] -5-f luoro-2-methylbenzamide . 

116. The compound according to claim 1, N-I4- 
5 [ (6, ll-dihydro-5H-pyrido[2, 3-b] [1, 4]benzodiazepin-5-yl) - 

carbonyl ] -3-chlorophenyl] [ 1, 1 '-biphenyl] -2-carboxamide . 

117. The compound according to claim 1, N-[4- 

[ (6, ll-dihydro-5H-pyrido [2 , 3-b] (1,4] benzodiazepin-5-yl ) - 
carbonyl ] phenyl ] [ 1 , 1 ' -biphenyl ] -2-carboxamide . 
10 118. The compound according to claim 1, N-[4- 

[ (6, ll-dihydro-5H-pyrido [2, 3-b] [1, 4 ]benzodiazepin-5-yl) - 
carbonyl ) -3-methylphenyl] [1, 1 1 -biphenyl] -2-carboxamide . 

119. The compound according to claim 1, N-[4- 
[ (4, 5-dihydropyrazolo[4, 3-d] [l]benzazepin-6 (1H) -yl)- 

15 carbonyl] phenyl] [1, 1 1 -biphenyl] -2-carboxamide. 

120. The compound according to claim 1, N-[4- 
[ (4, 5-dihydropyrazolo [4, 3-d] [l]benzazepin-6 (1H) -yl) - 
carbonyl ] -3-chlorophenyl ] (1,1' -biphenyl ] -2-carboxamide . 

121. The compound according to claim 1, N-[5- 
20 [ (4, 5-dihydropyrazolo [4, 3-d] [1 ] benzazepin-6 (1H) -yl) - 

carbonyl ] -2-pyridinyl] [l f 1 9 -biphenyl] -2-carboxamide . 

122. The compound according to claim 1, N-[5- 
[ (4, 5-dihydropyrazolo [4, 3-d] [l]benzazepin-6 (1H) -yl) - 
carbonyl ] -2-pyridinyl ] -5-f luoro-2-methylbenzamide . 

25 123. The compound according to claim 1, N-[5- 

(4H-thieno[3, 4-b] I 1 , 5] benzodiazepin-9 (10H) -yl ) -2- 
pyridinyl ] -5-f luoro-2-methylbenzamide . 

124. The compound according to claim 1, N-[4- 
<4H-thieno[3, 4-b] [1, 5] benzodiazepin-9 (10H) -yl) -phenyl) - 

30 [1,1' -biphenyl ] -2-carboxamide . 

125. The compound according to claim 1, N-[4- 
<4H-thieno[3, 4-b] [1* 5]benzodiazepin-9 (10H) -yl) -3-chloro- 
phenyl] [1, 1 '-biphenyl] -2-carboxamide. 

126. The compound according to claim 1, N-[5- 
35 <4H-thieno[3, 4-b] [1, 5] benzodiazepin-9 (10H) -yl) -2- 

pyridinyl ] [ 1 , 1 1 -biphenyl ] -2-carboxamide . 
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127. The compound according to claim 1, 5,11- 
dihydro-10- [4- (2-thienyl) benzoyl ] -lOH-dibenz [b,e] [1,4]- 
diazepine. 

128. The compound according to claim 1, 5,11- 
5 dihydro-10- [4- (3-thienyl) benzoyl ] -lOH-dibenz [b, e] 11,4)- 

diazepine. 

129. A compound according to claim 79 wherein 

I 

A-B is — CHj — n 

i 

R3 is the moiety: 

O 



10 



-CAr 



wherein Ar is selected from moieties of the formula: 




R 7 



NHCORj. 



15 and Y, R a , Rt>/ Re* Rl> R2/ R3* R4> R5* R6* *7r R8* R9# 
R 10, R 25 a re as previously defined in Claim 79. 

130. A compound according to claim 79 wherein 

I 

A-B is —CHj — n 

I 

20 Y is - (CH2)-; and 

Ra* Rb. Ro Rli R 2/ R3* R4r R 5, R6, R7, R8# R9# RlO, R25 
are as previously defined in Claim 79. 

131. A compound according to claim 79 wherein 
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A-Bis —CHj—n 

I 

Y is 0; and 

R a > Rb* Rlf R 2f R3* R4# R5* R6# R7, R8, R9/ RlO, R 25 

are as previously defined in Claim 79. 
5 132. A compound according to claim 79 wherein 

I 

A-Bis — CHj — n 

I 

Y is NK; and 

R a , Rb* Rc/ Rl* R2r R3. R4/ R5> *6/ R7, R8, R 9> RlO, R25 
are as previously defined in Claim 79. 
10 133. A compound accordincr to claim 79 wherein 

I 

A-Bis — CHj—n 



15 



R3 is the moiety: 



O 
II 

-CAr 



wherein Ar is selected from moieties of the formula: 



R 



R 7 

Y is -<CH2)-; and 



-Ch- . 



NHCORj. ; 
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Ra, Rb/ Ro Rlr R2, R3, R4/ R5/ R6/ R7, R8f R9r RlO, R25 
are as previously defined in Claim 79. 

134. A compound according to claim 79 wherein 

I 

A-Bis — CHj — j\j 

l 



5 R3 is the moiety: 



O 
II 

-CAr 



wherein Ar is selected from moieties of the formula: 



R 5 

R 7 



R 7 



Y is 0; and 

10 R a , Rb/ Re Rl/ R2/ R3> R4/ R5> R6/ R7, R8r R9/ RlO, 
R25 are as previously defined in Claim 79. 

135. A compound according to claim 79 wherein 

I 

A-Bis —CHj — n 

I 

R3 is the moiety: 

O 
II 

15 "CAT 

wherein Ar is selected from moieties of the formula: 
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Y is NH; and 

R a » Rb, Rc/ Rl» R2, R3. R 4» R5/ R6» R7« R8» R9, RlO, R25 
are as previously defined in Claim 79. 
5 136. A compound according to claim 88 wherein 

I 

A-Bis — CHj — j\j 

I 



R3 is the moiety: 



O 
II 

-CAr 



wherein Ar is selected from moieties of the formula: 



NHCOR^ ; 



10 



and Y, R a , R D » Ro Rl» R 2/ R3/ R-J» R5/ R6» R7» R8» R9» 
R 10, R25 are as previously defined in Claim 88. ■ 

137. A compound according to claim 88 wherein 

I 

A-Bis — CHj— n 



15 Y is - (CH2)-; and 
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Ra/ Rb# R c^ Rl/ R2/ R3r R4, R5< R6. R7r R8> R9> RlO, R 25 
are as previously defined in Claim 88. 

138. A compound according to claim 88 wherein 

I 

A-Bis — CH,— N 



*3 

5 Y is 0; and 

Rai Rbi Rc# Rl# R2, R3r R4, R5/ R6# R7# R8r R 9* RlO, R25 
are as previously defined in Claim 88. 

139. A compound according to claim 88 wherein 

I 

A-Bis — CH,— N 

I 

R3 

10 Y is NK; and 

Ra. Rb, Rc, Rl, R2, R3* R4, R5, R6/ R7, R8, R9* RlO, R25 
are as previously defined in Claim 88. 

140. A compound according to claim 88 wherein 

i 

A-Bis —CH,— N 



R 3 

15 R3 is the moiety: 

O 
II 

-CAr 

wherein Ar is selected from moieties of the formula: 
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NHCORjj 



Y is -(CH2)-; and 

Ra» Rb» Rc» Rl# R 2' R3« R4, R5* R6/ R"7* R8> R9- RlO, R25 
are as previously defined in Claim 88. 
5 141. A compound according to claim 88 wherein 

I 

A-Bis — CHj — n 

i 



R3 is the moiety: 



O 
II 

-CAr 



wherein Ar is selected from moieties of the formula: 



R 7 R 7 



NHCORjj 



and Y is NH; 

Ra> Rc/ Rlr R2# R 3r R4# R5* R6* R7# R8, R9, RlO, R25 

are as previously defined in Claim 88, 

142. A compound according to claim 88 wherein 

l 

A-Bis — CHj — n 



15 



R3 is the moiety: 
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O 
II 

-CAr 

wherein Ar is selected from moieties of the formula: 



R 5 




: N 



-9^ 



NHCOR^ 



and Y is 0; 

5 R S r Rbi Re, Rlr R2# R3# R4> R5> R6# R7, R8r R9# RlO, R25 
are as previously defined in Claim 88. 
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